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IVYOL Injections 


IvyYoL, purified active principle of Rhus toxicodendron (1:1,000) in sterile 


olive oil; for phylactic as well as prophylactic use. 


Poison-lvy Extract Beneficial for 


PHYLACTIC TREATMENT 
Of RHUS POISONING  ¢trom poison ivy, poison oak, or Poison Sumac) 


IvYOLa@, the same poison-ivy extract that is used 
so extensively for prophylactic desensitization, is 
also widely preferred for phylactic treatment in 
ivy, oak, and sumac poisoning. Reports from 
many sources show the advantage of using an 
extract that contains the active principle. 

Many physicians consider IvYOL injections to 
be most beneficial when employed prophylac- 
tically—for desensitizing susceptible patients 
early—well before the season starts. For this 
purpose, four injections of 0.5 cc. each are 
usually given at weekly intervals, beginning in 
the spring—or at least early enough to complete 
the course of four injections before patients are 
liable to exposure. 

Experience has shown, however, that phylactic 
treatment may also be beneficial. Treatment by 
injection of extracts has been reported to relieve 
the skin eruption and to lessen the tendency to 
future attacks. Favorable results obtained with 
IvYov included relief from itching and inflam- 
mation. Marked improvement has occurred 
after a single injection. 

For phylactic treatment, in average cases, one 





vial of IvyoL (0.5 cc.) is given intramuscularly, 
every 24 hours until symptoms are relieved. 

In case of unusually great severity, as shown by 
severe or extensive eruptions from slight exposure, 
the amount of active principle contained in one 
vial, given in one dose, might aggravate the symp- 
toms. It is advisable, therefore, in cases of this 
type, to begin with an initial dose of 0.1 to 0.25 cc. 
Subsequent doses are increased or repeated as 
indicated by the reaction. 

For complete information see circular accom- 
panying product. 


Sharp & Dohme, Philadelphia 1, Pa. 


VYOL 


Poison Ivy Extract 


packages of one and four 0.5-cc. vials 
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The Bleeding Nipple 


JOHN W. CLINE* AND PHILIP R. WESTDAHL 


STANFORD UNIVERSITY SCHOOL OF MEDICINE, SAN FRANCISCO 


There is wide divergence of opinion concerning the significance of discharge 
from the otherwise intact nipple. This 1s especially true of bloody discharge. The 
importance and causes of this symptom are discussed and a plan of investigation 
and treatment is presented. The methods outlined have proved satisfactory in 


clinical practice. 


HERE is divergence of opinion concerning 

the significance of sanguineous discharge 

from the otherwise normal nipple. Some 
authors have found the incidence of malignancy 
associated with this symptom to be high and 
others believe it to be low. It has been said that 
bleeding from the nipple always arises from 
benign papillomata but every sizeable series 
includes instances of carcinoma and in some the 
incidence is about 50 per cent. 

Certain reasons for these differences of opin- 
ion are apparent. Few hospitals maintain cross 
index filing systems for symptoms. Clinical his- 
tories may omit such a striking and important 
manifestation. Certain patients ignore bleeding 
and do not seek medical attention. It is probable 
that a considerable number of cases presenting 
this symptom as a result of a benign lesion do 
not come to light in statistical studies. The pre- 
dominant importance of carcinoma also would 
tend to weight the figures in favor of an asso- 
ciation between malignancy and bleeding. 

The same breast is not infrequently the site 
of multiple lesions at the same time. Small papil- 

*Associate Clinical Professor of Surgery, Stanford University School 


of Medicine, San Francisco, California; President, American Medical 
Association. 


Presented at the thirty-fifth annual Assembly of the Interstate Post- 
graduate Medical Association, Chicago, 1950. 
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lomata easily escape gross detection and may be 
overlooked in routine pathologic examination. 
Even with most meticulous search <hey may be 
difficult to find and yet may be the source of 
bleeding. If such occur in a breast which also 
presents carcinoma the conclusion may be reach- 
ed that the carcinoma is responsible for bleed- 
ing when in reality it is not. 

Bleeding from the nipple is usually intermit- 
tent and variable intervals occur between epi- 
sodes. Some of these may be quite long. Care- 
fully elicited histories reveal instances of tran- 
sient bleeding in the past with no recurrence 
for years thereafter. It is likely that the inci- 
dence is considerably higher than the recorded 
cases show, but it is not a common symptom. 
Public education campaigns of recent years have 
made patients more aware of the importance of 
abnormal discharge of any type, and the fre- 
quency with which they present themselves with 
this as the sole or the principal symptom is 
increasing. 


CAUSES 


Numerous pathologic conditions have been 
cited as sources of bleeding. Many of these are 
clinical curiosities. The common causes are 
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papilloma, adenocystoma and carcinoma. There 
is general agreement that, except for rare condi- 
tions, bleeding is due to an intraductal epithelial 
neoplasm or one communicating with the duct 
system. 

Intraductal papilloma—This is the most com- 
mon source of bloody discharge. The majority 
of these are situated in the larger ducts under- 
lying or near the areola. Most are composed of 
delicate epithelial filaments with a central vascu- 
lar core. They arise from the duct wall and float 
free in the larger ducts in the early stages. They 
follow the course of least resistance as they in- 
crease in size and therefore grow along the duct. 
Intraductal papillomata usually are single but 
may give the appearance of lesions with multi- 
ple points of origin due to involvement of com- 
municating ducts and secondary attachment to 
the wall at other sites in the course of growth. 
They may be multiple and may be widely dis- 
tributed throughout the breast in the condition 
referred to as intraductal papillomatosis. 


HE delicate strands are easily injured and 
minor, unnoticed trauma will initiate bleed- 
ing. When this occurs blood will distend the 
duct and present at the nipple. 
Bleeding usually is intermittent and depend- 
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ent upon repeated trauma. The vascular core 
may be injured and atrophy; fibrosis or even 
calcification may occur. 

This type of lesion produces practically all 
instances of bleeding in the absence of a pal- 
pable tumor and accounts for a high (but we 
believe still undetermined) percentage of all in- 
stances of bleeding. 

The papilloma may be sessile from the outset, 
less subject to injury and, therefore, less apt to 
bleed. Papillomata are often present without 
bleeding and may cause serous discharge. Some 
achieve large size and are easily palpable. 

Cystadenoma—This condition is called by a 
variety of names, which fact results in confu- 
sion. It presumably begins as a papilloma in one 
of the smaller ducts which in the process of 
growth distends the duct and grows into numer- 
ous communicating ducts. It acquires many at- 
tachments to the walls and appears to have many 
sites of origin. It tends to lie peripheral to the 
areola and may be near the margin of the breast. 

Due to the type of tumor, its location in the 
smaller ducts, and its less frequent communi- 
cation with the nipple, it is less likely to pro- 
duce bleeding or other types of discharge. It is 
more frequently a silent tumor which has some 
of the gross characteristics of an infiltrating 
growth. Bleeding, however, does occur and may 
be frequent or continuous. 

This lesion is often erroneously diagnosed 
microscopically as carcinoma and may be par- 
tially responsible for the relatively high re- 
ported incidence of bleeding associated with 
malignancy. 

Intracystic papilloma—Many cysts are devoid 
of epithelial lining but such may be present and 
papillomata do occur in cysts. These are a rela- 
tively rare source of bleeding because cysts usu- 
ally do not communicate with the duct system 
and are considered by some to arise as a result 
of blocked ducts. In the instances of intermit- 
tent communication with the larger ducts cyst 
fluid and blood may appear at the nipple. At 
the outset intracystic papillomata may resemble 
the more centrally situated intraductal type. 
They are fragile but they are protected from 
trauma and even if they bleed the blood is apt 
to be confined to the cyst. As they grow they 
may fill the cyst. Some are flat, sessile growths 
and these are believed to be more apt to under- 
go malignant degeneration. 

Carcinoma—As pointed out earlier, there is 
difference of opinion concerning the frequency 
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with which bleeding arises from carcinoma. Ex- 
cept in early papillary carcinoma, bleeding is 
rarely, if ever, associated with carcinoma in the 
absence of a palpable tumor. 

If one subscribes to the opinion of Stewart 
that most carcinoma of the breast originates 
from duct epithelium, he must recognize that 
such may communicate with the ducts and pro- 
duce bleeding at any stage of development. 


N our experience the association between 

bleeding and carcinoma is not common, and 
accounts for a relatively small fraction of the 
total cases of bleeding. Nonetheless, bleeding 
from carcinoma does occur and its importance 
cannot be minimized. 

Benign precancerous lesions—There is no uni- 
formity of opinion as to what constitutes a 
precancerous lesion of the breast. Bloodgood, 
Bartlett and others consider benign papillomata, 
especially of the adenocystic type, to be pre- 
cancerous lesions. Stewart and others minimize 
their importance in this role. Stewart observes 
that the term “precancerous” usually is applied 
to lesions in which the microscopic picture is 
suggestive but not necessarily conclusive of 
malignancy. 

He further believes that the fact that one 
sees malignancy arising in an otherwise benign 
lesion docs not establish a causal relationship. 
He describes the female breast as a precancerous 
organ and states that the most common precan- 
cerous lesion of the breast is carcinoma of the 
other breast. 

Breast sections exhibit widely varying pic- 
tures of epithelial proliferation and growth po- 
tential. One may not lightly dismiss papilloma 
as not being a precancerous lesion, even though 
groups of patients who have bled from the nip- 
ple have been followed carefully for years with- 
out operation and have presented a low inci- 
dence of carcinoma. While the figures are low, 
in most series they represent a higher incidence 
of cancer than in the general female population 
in the same age brackets. 


DIAGNOSIS 


Discharge from the nipple, with the excep- 
tion of galactorrhea, is important and requires 
investigation. It is probable that bloody dis- 
charge is more significant than other types and 
must be differentiated from the pseudosanguine- 
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ous exudate of a greenish or brownish color 
which may be mistaken for old blood. 

Physical examination—The most important 
element of preoperative diagnosis is careful pal- 
pation of the breast. If a tumor is found and 
pressure over the tumor causes blood to be ex- 
truded from the nipple the source of bleeding is 
obvious. 

If no tumor can be palpated the breast should 
be compressed progressively in concentric cir- 
cles beginning at the periphery and the nipple 
observed for the appearance of discharge at each 
point of pressure. In the absence of a mass the 
usual cause is a centrally situated papilloma and 
blood may not be expressed until the region of 
the areola is reached. The duct orifice from 
which it appears should be identified and it 
should be observed whether this corresponds to 
the portion of the breast submitted to pressure. 

A cord-like thickening may be felt or sus- 
pected at the site of an enlarged or distended 
duct. Moistening the fingers with ordinary lub- 
ricating jelly aids in palpating structures which 
are difficult to feel. 

Transillumination—This method of examina- 
tion has been disparaged but is occasionally of 
value in demonstrating a papilloma or a blood- 
filled duct. If a collection of blood is present, a 
fusiform opaque shadow may be seen or a nar- 
row opaque band may be made out running 
radially from the region of the nipple. 

Stained smears—Smears of the discharge 
stained by the Papanicolaou method or other 
methods may add important information. The 
presence or absence of blood cells can be deter- 
mined. Examination of epithelial cells may yield 
clues to the diagnosis, but as yet the informa- 
tion gained by this method seldom, if ever, 
establishes the nature of the disease with suf- 
ficient certainty that one may predicate treat- 
ment upon it. Biopsy or excisional biopsy is 
necessary for this purpose. The one exception is 
when an unlocalized source or multiple sources 
of bleeding are present and the smears show 
unmistakable tumor cells with or without malig- 
nant characteristics. 

Certain authors have believed that they could 
establish a definite diagnosis of a breast lesion 
by smears of discharge, but we agree with the 
majority who consider this conclusion open to 
serious question. The method is becoming more 
accurate with increasing experience and knowl- 
edge but at the present time still must be view- 
ed only as an additional aid to diagnosis. 




















FIGURE 1. Diagrammatic— 
intracystic papilloma. 


FIGURE 2. Transillumina- 
tion—multiple papillo- 
mata. 


FIGURE 3. Transillumina- 
tion—papilloma. 


FIGURE 4. Papilloma— 
gross (large). 


FIGURE 5. Intraductal pap- 
illoma—low power. 





FIGURE 6. Multiple papillomata adenosis, chronic 
cystic mastitis. 


FIGURE 7. Papillary cystadenoma (single). 
FIGURE 8. O. G. Cross section, duct, papilloma. 


FiGuRE g. O. G. Carcinoma, malignant cells, 
heavy stroma. 


FIGURE 10. Babcock’s operation. 
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TREATMENT 


bss method of procedure following exam- 
ination of the patient depends upon the 
findings. 

Bleeding with a palpable tumor—A tumor of 
the breast of itself requires treatment. When 
associated with bleeding the course to be fol- 
lowed should be the same unless the discharge 
can be demonstrated to arise from a site other 
than the tumor itself; in this event the tumor 
should be explored first. If it is malignant no 
other disease condition has clinical importance. 
If upon microscopic examination the tumor is 
found to be benign, the source of bleeding 
should be sought independently. 

Gross characteristics usually reveal the nature 
of the tumor. Frozen sections should be made 
but the limitations of this method should be 
recognized. The percentage of error in doubtful 
cases is reasonably high; paraffin sections are 
much more accurate. 

We as surgeons must rely upon and have 
confidence in our pathologists. If a positive diag- 
nosis of malignancy is made, the radical opera- 
tion should proceed at once. 

If there is question as to the malignant nature 
of the lesion, final decision should await study 
of the permanent sections. Delay is undesirable 
but moderate delay has not been definitely dem- 
onstrated to be harmful and is preferable to un- 
warranted radical surgery. This is especially 
true in the younger age group. 

Localized bleeding without palpable tumor— 
This arises in most instances from a centrally 
located papilloma. The procedure of Babcock is 
excellent for dealing with this situation. A cir- 
cumareolar incision is made for half the circum- 
ference centering about the site of the duct from 
which blood can be expressed. The enlarged 
bluish duct usually can be seen. A needle previ- 


ously inserted through the duct orifice makes its 
identification and dissection easier. 

We prefer to add a radial incision extending 
along the course of the duct and to perform a 
segmental resection of the breast. The duct and 
the surrounding breast tissue are carefully ex- 
amined for undetected pathology. If none of 
importance is found and if the microscopic sec- 
tions are not certainly positive for malignancy, 
the wound is closed. 

Non-localized bleeding—If the site of bleeding 
cannot be determined or if bleeding apparently 
comes from multiple sources, one faces the 
dilemma whether to observe the patient or to 
submit her to mastectomy. Smears of the dis- 
charge may be of value in making this decision. 

If tumor cells with malignant characteristics 
are found, a simple or radical mastectomy is 
indicated depending upon the certainty of rec- 
ognition of the cells as malignant. In the older 
age group simple mastectomy may well be the 
procedure of choice when any type of tumor cell 
is present though malignancy is not certain. 
This later may prove to have been unneces- 
sarily radical. 

In younger women close, repeated and pro- 
tracted observation is the preferred course. The 
hazard of malignancy is comparatively slight 
and if present it can be found and dealt with in 
an early stage. This procedure has little asso- 
ciated danger and is preferable to an unneces- 
sarily mutilating operation. 

In most instances either the bleeding will 
cease or can be localized during the period of 
observation, and treatment then may be based 
upon sounder considerations. 

Particularly in younger women removal of a 
breast inflicts important psychologic trauma and 
should be done only when proper indications 
for the operation exist. 
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Anorectal Examinations in General Practice 


MALCOLM R. HILL* 


COLLEGE OF MEDICAL EVANGELISTS, LOS ANGELES 


Proctologic examination in general practice is essential to the practice of good 
medicine. The technical requisites of an unobstructed view of the anorectal canal 
to the 10 inch level are not beyond the scope of the general practitioner. The pur- 
pose of this presentation is to outline the simple steps necessary in such an exam- 
ination. Illustrative case material is submitted, emphasizing the value of this 
standard and accepted procedure of diagnosis. The legal obligations of the practi- 
tioner of medicine in this respect are emphasized. 


HEN I attended medical school one of 

my professors insisted that the first 

duty of a consultant was to make a 
rectal examination. No doubt a great many of 
you can recall experiences which verify this 
statement. Unfortunately at that time the con- 
sultant’s rectal examination was limited to that 
of digital palpation, which I regret to say is 
still a more or less accepted procedure. Living 
as we are today in a so-called “cancer age,” it 
is by becoming cancer-conscious and equipping 
ourselves not only with the facility but also with 
the necessary training that we can make a com- 
plete visual examination of the rectum and low- 
er colon a part of the routine physical. In this 
way we as physicians can live down the old 
adage: “If you don’t get your finger in the rec- 
tum, sooner or later you will get your foot in 
it.” In other words, we can usually see the 
lesion even if it is early if we'll only look! It 
is hoped that through the presentation of this 
subject lesions which have heretofore been over- 
looked will be discovered before they result in 
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serious infection or undergo malignant degen- 
eration. 

In his introductory remarks in Bacon’s first 
volume on the “Diagnosis and Treatment of 
Diseases of the Anus, Rectum, and Sigmoid 
Colon,” Babcock’ states: “In a previous age the 
general practitioner often depended on a con- 
sulting specialist for even a digital examination 
of the rectum. Now he is expected to be fairly 
familiar with at least the simple diagnostic 
methods of proctology.” 

In the original text Bacon* writes: “It is the 
duty of the physician to make a complete and 
thorough examination. By some this may be 
considered disagreeable and embarrassing to the 
patient, yet there is no excuse for its omission. 
It is well to bear in mind that existing pathology 
is overlooked through carelessness or failure of 
examination more frequently than through lack 
of knowledge of the anorectal and colonic 
regions.” 

Buie*® has gone on record that in go per cent 
of cases where some disease process is present in 
the terminal bowel there are discoverable find- 
ings present on visual observation with the sig- 
moidoscope. 











MALCOLM R. HILL 


In his plea for routine proctoscopy as part of 
a thorough physical examination, Nesselrod* 
insists that it is “a procedure which is essential 
to the practice of good medicine.” He makes 
it very clear that by the use of this diagnostic 
procedure a double purpose is accomplished: 
first, the prevention of disease; second, the early 
diagnosis of cancer. 

In a recent investigative review and clinical 
presentation, Scarborough’ concluded that 1 in 
20 adults harbors one or more adenomatous 
polyps in the terminal bowel. The significance 
of these findings is that cancer originates in 
benign adenomatous polyps. By the early dis- 
covery and removal of polypoid lesions, car- 
cinoma is prevented. The accomplishment of 
this objective is obviously not to be reached 
without a routine visual examination with the 
sigmoidoscope and roentgenologic study of the 
colon lying beyond the reach of the examining 
instrument. 

Viewing the entire problem from a complete- 
ly different angle, Regan® concludes that “the 
practitioner’s legal duty to a patient with neo- 
plastic disease is no different than in any other 
case. When a physician undertakes to render 
professional services to any patient, he assumes 
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TABLE 1 


Series oF CasEs WITH SYMPTOMS OF TERMINAL BowEL 
Disease ILLUSTRATING RELATIVE INCIDENCE 
oF New GRowTHs 


(Clinical Survey) 
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TUMORS 
Cases| Pet ary Per cent 
| ie total | of total 
. : | | 
Miscellaneous diagnoses ........ | 220 
Extrarectal growths ........... ee 
Diverticulous granuloma ....... 1 | 
Adenomas (polypoid) ......... si st | 2 
ED sa was dea ccewie@elly | 
Malignant ......... eo 
Precancerous (4-year) ... I 
; 35 | 
Malignancy (anus, rectum, colon) | 45 | 15 15 
Sb iinains 0 bile bae ka | 303 26 17 





certain legal obligations. He must possess the 
degree of skill and knowledge commonly pos- 
sessed by other reputable physicians in the com- 
munity; he must exercise care, diligence and 
judgment equal to that of other practitioners 
who engage in the treatment of similar cases; 
and he must keep abreast of progress in the pro- 
fession, utilizing accepted and standard proce- 
dures in diagnosis and treatment.” 


CLINICAL SURVEY 


be years ago the author reviewed 303 active 
case histories of patients who had presented 
themselves for colo-proctologic consultation, ex- 
amination, and treatment (Table 1). Of this 
number 220 were listed as coming under the 
following diagnoses: abscess, fistula, fissure, 
hemorrhoids, pruritis ani, condylomas, pro- 
lapse, postinjectional slough, fecal impaction, 
factitial proctitis, chronic ulcerative colitis, diver- 
ticulitis and benign stricture. One individual 
had an obstruction of the bowel due to a diver- 
ticulous granuloma. Two patients presented 
tumor formation extrarectal in location. In 35 
patients adenomatous polyps were discovered 
incidental to routine visual examination of the 
terminal bowel. In the remaining 45 patients 
malignancy involving the anus, rectum or colon 
was the lesion demanding consideration. 

In 7 of the 35 individuals presenting visible 
adenomas incidental to routine examination, on 
tissue analysis there was evidence of malignancy 
existing at the time of excision. In one instance 
a precancerous polyp was removed in a 4 
year old girl. In the remaining 45 of the 303 
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cases, malignant lesions involving the anus, rec- 
tum or colon were proved to exist. By way of 
passing comment in regard to this latter group 
of patients with malignancies, 4 of the 45 had 
been receiving injection treatment for hemor- 
rhoids. One patient had had three injection 
treatments during the previous month. In a 
second instance the course of injection treat- 
ments covered a period of several months. A 
third patient had received two courses of injec- 
tions from two different physicians, and in the 
last instance the injection program was con- 
sidered ineffective because of persistent bleed- 
ing and the patient was subjected to surgical 
removal of the existing hemorrhoids. 


CASE REPORTS 


5 emphasize the importance of an early 
complete examination in the diagnosis and 
treatment of rectal disease, the writer has 
thought best to review briefly these records, 
each of which teaches an important clinical 
lesson. 

Case 1—E. H., 52 year old male executive, whose 
field of activity carried him frequently to Central 
America. His chief complaint was alteration in bowel 
habitus of 10 months’ duration with recurring epi- 
sodes of looseness. For a period of several months this 
was accompanied by intermittent hyperpyrexia, ab- 
dominal cramping and backache. Because of these 
symptoms he consulted a physician who specialized in 
tropical medicine. At this time, some five and one-half 
months prior to examination by the writer, stool ex- 
amination proved to be positive for Endamoeba his- 
tolytica. During a period of several months’ observa- 
tion and treatment for amebiasis, two proctoscopic 
examinations were made by the attending physician. 
While away from home at a later date the patient was 
hospitalized in another city at which time he was sub- 
jected to further clinical study which included two 
proctoscopic examinations and a barium enema. Fol- 
lowing this study the patient was referred to the writer 
for surgical treatment of an obstructive sigmoidal 
lesion. The x-ray films accompanying the patient dis- 
closed a colon filled with barium except in the lower 
and midportions of a long sigmoid loop. 

Examination revealed a well preserved male with 
a fixed irregular lower left abdominal mass extending 
well to the midline and half way to the umbilicus. 
With previous history of four proctoscopic examina- 
tions confirming variable degrees of ulceration without 
ruling out malignancy, it was considered advisable 
to sigmoidoscope this patient under anesthesia follow- 
ing adequate preparation. In the inverted position a 
proliferative annular stricture was observed beginning 
at the five and one-fourth inch level. A stricture which 
extended to an indefinite level was lined with an 
ulcerated necrotic membrane as visualized with the 
five-eighths inch sigmoidoscope only for a short dis- 
tance. Two biopsies were taken from the growing 
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edge for malignancy and a third sample was taken 
from the ulcerated surface for amebic investigation. 
Histologic examination disclosed an adenocarcinoma 
grade 3 plus. No amelrae were observed. 

Surgical exploration of the abdominal region re- 
vealed a large fixed mass draped over the pelvic brim, 
arising from the rectosigmoid and extending up to 
the midsigmoid colon. Localized extension involved 
two regional loops of small bowel, the great vessels and 
a portion of the upper sigmoid. A large solitary nodule 
extruded from the superior surface of the right lobe 
of the liver. A palliative colostomy was incorporated 
in the closure of the abdomen. 

Comment—The lesson in this case is pain- 
fully obvious. The mistaken impression that the 
symptoms were referable to the lower bowel 
simply because the patient had traveled in the 
tropics was a fatal error, and tragically this 
error might have been avoided by an early visual 
inspection of the sigmoid. 

Case 2—I. A., an office worker aged 56, a widow 
with two married daughters, gave the history of malig- 
nancy of large bowel on her mother’s side of the 
family. Her chief complaint was a bloody discharge, 
bright red in color, streaking the stool and coloring 
the toilet water on several occasions of recent date. 

In addition to interno-external hemorrhoids, a sig- 
moidoscopic examination disclosed the presence of an 
irregular, firm, slightly raised lesion, 1% by 2 cm. in 
size, on the left posterior wall at the five inch level. 
Biopsy revealed this to be an adenocarcinoma grade 2. 

Surgical treatment consisted of a two-team abdomino- 
perineal proctosigmoidectomy with permanent abdom- 
inal colostomy. Pathologic study of the specimen re- 
moved revealed this small growth to have invaded the 
bowel wall with metastatic extension to an adjacent 
perirectal gland. 

Comment—This history presents a happier 
side of the malignant picture. Early diagnosis 
and complete removal of a small lesion proved 
histologically to be maligant offer a fairly hope- 
ful prognosis. At this date it is too early to 
be certain about a cure, but repeated examina- 
tions will be made to keep in contact with local 
development. 

Case 3—N. D., 22 years of age, an expectant mother 
of seven months, observed a bloody discharge at the 
time of defecation. On investigation of the stool a 
piece of tissue was recovered and taken to her family 
physician. An examination of this tissue revealed the 
presence of malignancy with a classification of adeno- 
carcinoma grade 2. 

A sigmoidoscopic examination disclosed a pedicular 
stump 0.5 cm. in diameter and elevated 8 mm. above 
the surrounding mucosa. This was attached at the 3% 
inch level in posterior midline. The tip of this poly- 
poid residual tissue presented a raw eroded surface at 
the site of separation of the malignant polyp. 

Surgical treatment consisted of a wide resection of 
the bowel wall surrounding the pedicle and its mucosal 
attachment. Pathologic study and comparison of slide 
from original biopsy disclosed no evidence of an exten- 
sion of the growth into regional tissues. 
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Comment—In this case we may expect a hope- 
ful outcome because an alert patient and a care- 
ful physician followed a suspicious clue. A small 
lesion was identified and widely resected. The 
absence of signs of malignancy in the pedicle is 
of course encouraging, but again we cannot be 
sure of a cure until a sufficient period of observa- 
tion has passed. 

Three case histories have been briefly review- 
ed. These individuals received careful study and 
consultation; diagnosis was established and 
treatment given. In the last two instances the 
value of being cancer-conscious in the presence 
of the first appearance of blood from the termi- 
nal bowel, plus early adequate examination, led 
to the diagnosis of early malignancy with 
prompt surgical attack. In the other case, delay 
on the patient’s part to submit himself for ex- 
amination long after a chain of symptoms was 
well established proved to be a fatal mistake, 
and the situation was not improved by pro- 
longed treatment for amebic colitis without ade- 
quate endoscopic and roentgenologic study. 


SYMPTOMS REFERABLE TO THE TERMINAL 
BOWEL 


i history and physical examination 
must be routine. Intensive study of a rectal 
disorder should never obscure the possibility of 
disease elsewhere in the body. The symptoms 
elicited from the patient which refer to the 
terminal bowel are essentially related to those of 
colonic function and the act of defecation in 
physiologic sequence. 

Alteration in bowel habitus, a cardinal symp- 
tom, may be either of functional or structural 
origin. Functional alteration in intestinal motil- 
ity is more commonly of neurogenic etiology 
and varies with type and degree of sympathetic 
imbalance. Change of pathologic origin in bowel 
habitus deals with altered tissue states which 
may be of intrinsic or extrinsic origin and falls 
into one of two etiologic groups: (1) infectious 
origin or (2) other new growth. The size, 
shape, consistency and color of stool require 
correlation with this cardinal symptom. Like- 
wise ease of evacuation and completeness of 
same together with protrusion or prolapse of tis- 
sue mass are related factors. “Colitis” has been 
a diagnostic term in common use for many 
years, usually being applied to any abnormal 
variation of intestinal motility of the large 
bowel, whether it be sluggish or hypermotile 


in degree. Gross negligence too frequently arises 
with respect to this cardinal symptom which is 
mistakenly considered of functional rather than 
of pathologic origin. This can be attributed to 
lack of adequate visual observation (endoscopic) 
and to depending solely on digital palpation, 
stool analysis for parasites and ova, and barium 
enema. 


Bleeding, the second cardinal symptom, may 
arise from a lesion anywhere in the intestinal 
tract. Bloody discharge, dark in color, varying 
from black tarry consistency to that of “coffee 
grounds,”—as a rule unmixed with stool—indi- 
cates the source of origin to be in the upper 
intestinal tract. Occult blood, ascertained only 
by laboratory analysis, indicates a slowly pro- 
gressive loss from an ulcerative lesion in the 
right colon. However, the appearance of fresh 
blood suggests the presence of bleeding in the 
lower colon, rectum or anus. It has been stated 
that 80 per cent of malignancy of the gastro- 
intestinal tract with exception of the stomach 
can be visualized with the 10-inch sigmoido- 
scope. It is also a known fact that 50 per cent of 
patients developing malignancy in the terminal 
bowel are inoperable by the time the diagnosis 
is established. The symptom of bleeding has 
literally become a medical football by virtue of a 
patient-doctor incompatibility that exists today. 
In the first instance, the patient does not like to 
mention the appearance of blood as related to 
these parts of his or her anatomy. Secondly, the 
physician is inclined to follow the line of least 
resistance on ascertaining the history of bleed- 
ing after proving to himself there is no gross 
lesion elicited by digital palpation. He concludes 
that the patient has hemorrhoids and prescribes 
measures for their relief without completing an 
adequate visual examination of the parts. 


Pain, still another of the cardinal symptoms 
of lower bowel disease, varies greatly in type 
and severity depenaing on the causative lesion 
and the segment of the terminal bowel from 
which it arises. A knowledge of the applied 
physiology of these parts helps one ascertain 
whether this symptom is of colonic, rectal or 
anal origin. For example, pain of a cramping 
character associated with alteration in bowel 
habitus indicates an obstructive or ulcerative 
lesion of the colon or rectum. Vague indefinite 
rectal pain not associated with bowel habitus 
suggests that the pain is of skeletal origin. On 
the other hand, acute anorectal pain which 
brings the patient promptly to the examining 
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POSITION AND PREPARATION 
for inspection, palpation and 
anoscopi¢c examination. 


Pelvis rotated to right 


Right knee in 


FIGURE I. Position and preparation of patient for anorectal examination. 


physician indicates an ulceration, infection or 
thrombosis of the vessels of the anorectal canal. 

Swelling of long standing about the anal mar- 
gin may be of a neoplastic nature. Acute pro- 
gressive swelling with pain and at times a 
possible elevation of temperature indicates ab- 
scess formation, whereas the sudden formation 
of a focal swelling with stinging sensation and 
pain about the anal margin indicates hemor- 
rhoidal thrombosis. 

Discharge from the anus and anal margin 
when persistent and foul smelling may be asso- 
ciated with malignancy of contiguous tissues. 
Persistent soiling of the parts may accompany 
incontinence following anal surgery or perineal 
laceration, lymphopathia venereum, condylo- 


mas, fistulous disease, prolapsing hemorrhoids 
and pruritis ani. 

Loss of weight, the sixth and last cardinal 
symptom, when of colo-proctologic origin, may 
accompany chronic infectious disease of the 
anorectal region. Chronic ulcerative colitis more 
or less fits into this category. Loss in weight as- 
sociated with malignant disease of the terminal 
bowel indicates delay in diagnosis with not 
only probable localized extension of growth, but 
also metastasis to the liver. 


EXAMINATION ROUTINE 


The effective examination of the anus, rectum 
and lower sigmoid colon need not be a compli- 
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INSPECTION 
of sacral, perianal and perineal areas 


FIGURE 2. Technic of inspection of the perianal region. 


cated procedure. This should consist of inspec- 
tion, palpation and anoscopic observation in the 
right or left Sims’ position, followed by sig- 
moidoscopic visual observation to the 10-inch 
level (25 cm.). Several types of examining tables 
are available which are a convenience but not 
a necessity. Necessary clothing having been 
loosened or removed, the patient is put in the 
left Sims’ position and properly draped (Figure 
1). The preliminary application of a topical an- 
esthetic in a water-soluble lubricant to the anal 
canal and low mucosal surfaces will not only 
facilitate routine procedure but will also permit 
a fair study of the most painful lesions. This is 
best accomplished by the nursing attendant at 
the time of preparing the patient several min- 
utes in advance of examination. The lower 
bowel surfaces are cleansed two hours prior to 
examination by use of saline enema until water 
returns clear. 

Inspection of the anus, buttocks, sacral and 
perineal areas is facilitated by having the patient 
bear down, thus disclosing any existing abnor- 
malities (Figure 2). Skin tags or external hem- 
orrhoids, when present, are a deformity on the 
anal margin and are indicative of anal disease. 
Hypertrophied skin folds give evidence of exist- 
ing pruritis ani. A condyloma is an infected 
hyperplasia of perianal skin. Fissure-in-ano or 
painful ulcer is commonly accompanied by an 


edematous skin fold or formation of a sentinel 
pile. Draining skin sinuses are indicative of a 
fistulous process which along with abscess for- 
mation results from an extension of an infection 
from the anal crypts, ducts and glands.’ Piloni- 
dal sinuses are the result of an embryonic rest 
of epithelial tissue. Sebaceous cysts when present 
cause little or no inconvenience. Epidermoid 
carcinoma is commonly overlooked in its early 
stage; it is manifested by an irregular hyper- 
plasia of epithelium of the anus and anal canal. 
Palpation (Figure 3) of the perianal tissues 
may elicit infiltrating or cord-like processes ex- 
tending into the anal margin. Extreme sphincter 
spasm is indicative of anal disease and may be 
the result of a focus of infection in crypts, ducts 
and glands with resulting contracture and steno- 
sis of the anal canal and consequent alteration 
of bowel habitus. Gentleness is a prerequisite in 
palpation and digital examination. Pain, spasm 
and stenosis call for the small finger to be used 
in palpation instead of the index finger. 
Bidigital examination using the index finger 
and thumb aids in outlining the anus, anal 
canal and areas in question, and by comparison 
with corresponding areas of the opposite side 
small focal lesions may be identified. The well 
lubricated finger is approximated to the anus 
after palpating the perianal, perineal and sacral 
areas, making gentle pressure against the 
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Introduction of palpati 
finger with volar surfacé 
ageunat lateral wall. 








Elevate night 
buttock with 
left hand 





¢ 
Insert volar surface of index 
Finger well lubricated. 
sphincter ring with the volar surface of the 
examining finger approximating the lateral wall 
, of the anal canal. The finger is introduced 


downward and forward toward the umbilicus 
through the anal canal and sphincter ani. The 
lower Houston valves are reached by the pal- 
pating finger as well as seminal vesicles and 
prostate in the male subject and pelvic organs in 
the female. By having the patient bear down 
7 during palpation one may outline the rectosig- 
moid junction in many instances. Contrary to 
common opinion, hemorrhoidal varicosities are 















Use of small Finger 
in pain and spasm 


FIGURE 3. Technic of digital examination of the anorectal canal. 


not discernible to the palpating finger unless 
thrombosed, infiltrated or hyperplastic. 

Benign stricture can usually be identified as 
well as foreign bodies, fecal impactions, residual 
lesions following hemorrhoidal injection, ab- 
scess, thrombosis, ulcer depressions, stricture, 
polyps, adenomatous growths or adenopathy of 
perirectal glands of Gerota. Malignant stricture 
usually occurs in the rectosigmoid and sigmoid 
colon beyond finger length. Inguinal lymphatic 
drainage of perianal and perineal structures calls 
for palpating the bilateral inguinal node chain. 
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Anoscopic examination (Figure 4) under 
direct or indirect lighting is best accomplished 
by using an open end anoscope with a remova- 
ble obturator. This instrument has the distinct 
advantage of an unobstructed view of the hem- 
orrhoidal areas as well as of the crypt line. The 
well lubricated anoscope is introduced into the 
anal canal making gentle pressure with the 
beveled edge of the obturator against the lateral 
wall of the anal canal, directing the instrumente 
forward toward the umbilicus through the 
sphincter ani. After removing the obturator, 
observation is made of the regional mucous 
membrane surfaces, crypt line and anal canal. 
This is best accomplished by having the patient 
strain and bear down as in the defecatory act as 
each area is observed. Thus can be noted the 
presence of hypertrophied anal papillae, poly- 
poid formation and the degree of varicosity. It 
is obvious that under these circumstances the 
degree of anorectal redundancy and prolapse of 
rectal mucosa is readily discernible. 

Localized gland, duct and crypt infection is 
verified under visual observation by expressing 
purulent exudate from the crypt orifice with the 
margin of the anoscope. Likewise the primary 
opening of a fistula may be detected and in 
many instances confirmed by gentle probing. 
Fissure formation is observed more commonly 
in the posterior commissure and may be accom- 
panied by an edematous hypertrophy of an 
anal papilla on its upper margin as well as a 
sentinel pile at the ano-cutaneous line. 

Sigmotdoscopic examination (Figure 5) can 
be carried out in several positions besides the 
lateral or Sims’ position. The inverted position 
facilitates the passing of the lighted examining 
instrument beyond the rectal ampulla into the 
pelvic colon. The knee-shoulder position accom- 
plishes this same purpose in the cooperative 
patient. By using ordinary household or hospital 
facilities, the patient may be jackknifed over the 
edge of the bed or ordinary table with elbows 
and head supported on a pillow on the floor 
or low stool. 

Preparation of the patient calls for a saline 
enema one to two hours prior to examination. 
“Topesthesia” is preliminary routine as previ- 
ously described, together with the passage of 
the well lubricated gloved finger to put the 
muscles at ease and to determine muscle re- 
sistance. A 10-inch, distally lighted sigmoido- 
scope is used which is five-eighths of an inch 
in diameter (or just the size of a dime) on its 


distal or working end. The well lubricated sig- 
moidoscope is passed and carried downward and 
forward toward the umbilicus. When the in- 
strument is through the sphincter ring, the 
obturator is removed and further passage of the 
instrument is carried on under direct vision. 
Suction is helpful in removing any retained 
liquid content whereas swabbing readily cleans 
the soiled surfaces. The application of a satu- 
rated solution of magnesium sulfate helps relax 
muscle spasm. Withdrawal of the scope a short 
distance obviates an apparent blind pouch in the 
lower sigmoid, permitting a straightening out 
of the figure “S” formation and further passage 
to the ro-inch level. Mild inflation allows vis- 
ualization one or more inches beyond the end 
of the instrument. 

Every square inch of the mucosal pattern 
should be observed and this is best accomplish- 
ed on withdrawal of the instrument under mild 
inflation. Diverticulous openings with possible 
contained fecaliths may be observed; if so, it is 
well to evaluate the degree of inflammatory 
reaction of the tissues associated with the disease 
process. 

Pressure with the distal end of the examining 
scope irons out the Houston valves permitting 
observation of both the upper and under sur- 
faces. Oblique flexion of the hand holding the 
instrument permits complete study of the sacral 
curve. By having the patient strain while in the 
inverted position any increased excursion of the 
sigmoid, rectosigmoid and rectum is observed. 
At this time it is possible to note the presence of 
a hidden rectal prolapse, an infrequent cause of 
incomplete and delayed evacuation and a condi- 


tion more commonly overlooked in infancy and 
childhood.® 


te occasionally sees discoloration of mucous 
membrane characteristic of a melanosis 
coli. Any alteration in the mucosal pattern 
should be noted and a descriptive record made 
of the lesion and its exact anatomic location. 
This is imperative in dealing with polypoid 
lesions because of their precancerous nature 
which requires exacting treatment consideration 
as well as future periodic observation. 

Biopsy of a cancerous growth as well as of all 
adenomatous polyps under treatment is in or- 
der. Sigmoidoscopic examination and record of 
findings should precede and supplement roent- 
genologic study of the colon; likewise x-ray 
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examination and findings should be a supple- 
ment to every examination of the terminal 
bowel in which the history or findings are ques- 
tionable. An incomplete or inadequate examina- 
tion of the terminal bowel calls for a repeat 
sigmoidoscopic examination under anesthesia. 


CONCLUSIONS 


Routine anorectal examination as part of a 
general physical examination merits the con- 
sideration not only of the general practitioner 
but also of the internist and surgeon. The ac- 
complishment of an unobstructed view of the 
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anorectal canal to the 10-inch level will not only 
give the physician the satisfaction of doing 
thorough work, but will also serve as a measure 
to detect the presence of early malignant lesions. 
The technical requisites of the routine examina- 
tions are not beyond the scope of a general prac- 
titioner. It has been the purpose of this presen- 
tation to outline the simple steps necessary in 
such an examination. When these procedures 
have been learned and constantly used, the phy- 
sician will come to recognize the worth of the 
old adage that “an ounce of prevention is worth 
a pound of cure.” 
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EEKS HAD A WORD FOR IT 


“IT AROUSE To Activity,” the phrase represented by the 
Greek word in this month’s cover painting, could as 
well typify Claude Bernard (1813-78) as the hormonal 
structures released by the various glands of the en- 
docrine system. Though perhaps better known for his 
studies on digestion, Bernard also first proposed the 
doctrine of internal secretions of certain ductless 
glands. This famous French physiologist proved that, 
in addition to secreting bile, the liver also produced 
sugar and this function was independent of sugar in 


the diet. With his discovery, Bernard initiated the development of modern endocrin- 
ologic research and the identification of the hormones which are becoming ever more 
prominent in the study and treatment of disease. 


rmacist when still a boy, Bernard found the work dull 
spare writing poetry and drama. When he was 21, he 


left for Paris and after completing his training there, served as an assistant to Magendie, 
then leading physiologist of France. Bernard’s first work on digestion led to the experi- 


that digestion was not completed in the stomach but 


was continued in the intestine through the action of the pancreatic secretion. 


production of glycogen by the liver, Bernard went on 


to fundamental studies of vasomotor physiology. In 1854, the Sorbonne established a 


him and, in 1865, he published his classic book, “Intro- 


duction to the Study of Experimental Medicine.” 
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Complications of the Third Stage of Labor 





RALPH E. CAMPBELL* 


UNIVERSITY OF WISCONSIN MEDICAL SCHOOL, MADISON 


This paper includes management of the third stage of labor which should end 
with a critical period one hour after the delivery of the placenta. Placental delivery 
should exclude a radical, forcible and manual expression as a general policy, except 
in hemorrhage, and should be replaced by watchful waiting. Complications dis- 
cussed are: postpartum hemorrhage, bleeding from cervical and vaginal lacera- 
tions, retained placental remnants, retention of placenta or retained placenta, 
placenta accreta, inversion of the uterus and retraction ring. 


xy discussion of the third stage of labor and 

its complications or abnormalities would 

not be complete without some discussion 

of normal management of the third stage of 
labor. The third stage begins after the birth of 
the baby and ends with delivery of the placenta. 
In addition, it should be emphasized that there 
is a critical period of one hour or so after de- 
livery of the placenta in which the patient should 
not be neglected and this period becomes an in- 
tegral part of the discussion of the third stage 
of labor although by definition it is not included. 
The management of the third stage of labor 
through a century of progress in obstetrics to 
the present time has evolved from a radical, 
forcible and manual expression of the placenta 
to a policy which is ordinarily one of watchful 
waiting—the exception, severe bleeding—until 
the placenta is separated. This is in contrast to 
the earlier methods of traction on the cord and 
manual removal, the latter attendant with the 
very grave dangers of infection and excessive 


bleeding. 


*Professor of Obstetrics and Gynecology, University of Wisconsin 
Medical School, Madison, Wisconsin. 
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These procedures were followed by the Credé 
method which aimed at the hastening of pla- 
cental separation and expressing the placenta 
from the uterine body as soon as the baby was 
born. In the Credé method strenuous kneading 
was performed, in an effort to stimulate and 
contract down the uterus with ultimate separa- 
tion of the placenta. Finally the hand was ap- 
plied to the abdomen so that the thumb and 
fingers were placed on the anterior and posterior 
surfaces of the uterus, respectively, and during 
a contraction, firm and steady pressure was 
made in the axis of the inlet. The procedure is 
compared to pitting a cherry. Of course, this 
method displaced the earlier methods of traction 
on the cord and manual removal, undoubtedly 
saving lives by the avoidance of infection and 
hemorrhage. 

It is a fact from the foregoing statements and 
experience that any attempt to deliver the pla- 
centa before it is separated from the uterus— 
hemorrhage the main exception—is more or 
less useless and hazardous, lea Jing to such com- 
plications as hemorrhage, placental remnants, 
inversion of the uterus and infection. 

My own treatment of the third stage of labor 





478 Postgraduate Medicine 


is specifically as follows: After the baby is born, 
I simply hold my abdominal hand on the fundus 
noting its consistency and position. Initially the 
uterus tends to rise in the abdomen and takes a 
position somewhat to the right. As long as it 
contracts well with no tendency to bleed, I 
neither knead nor compress it. I wait for the 
signs of placental separation. These signs are as 
follows: 

1. Elevation of the uterus due to placental 
separation and the passage of the organ down- 
ward into the lower uterine segment and vagina. 
The placenta, in this position, tends to push the 
uterus upward. 

2. The uterus, originally discoid in shape, 
maintains a permanent globular shape in relaxa- 
tion when the placenta separates. 

3. Advahcement and protrusion of the um- 
bilical cord. 

4. Sudden gush of blood. 

5. Distinct wave felt in the cord in an un- 
separated placenta, known as Pinard’s sign. 

6. Wrinkling and roughening of the uterus 
at the area of separation which is known as the 
DeLee sign. 

If these signs of separation are present, then 
I expel the placenta. I see no advantage in delay- 
ing the expression of the placenta if it is sep- 
arated from the uterus and in the lower uterine 
segment and vagina. 

My own method of placental expression is a 
combination of the Calkins and Pastore meth- 
ods. With my abdominal hand, I place my 
thumb on the anterior uterine surface and my 
fingers on the posterior uterine surface, with 
the other hand above the symphysis pubis, there- 
by preventing the uterus from entering the 
pelvis and eliminating the employment of the 
uterus as a piston according to Pastore. It is 
obvious that with my thumb and fingers a com- 
pression expulsion and downward thrust is ac- 
complished. 


COMPLICATIONS OR ABNORMALITIES OF THE 
THIRD STAGE OF LABOR 


Postpartum hemorrhage—Bleeding may occur 
during the third stage of labor, immediately 
following the third stage or during both periods. 
Postpartum hemorrhage is defined as bleeding 
in access of 500 cc. during the first 24 hours 
after delivery. The incidence is 10 per cent. It is 
an important fact that patients who bleed around 
600 cc. or more will have an incidence of 25 


per cent puerperal sepsis. 

Immediate causes of postpartum hemorrhage 
are as follows: uterine atony, which occurs in 
go per cent of the cases; cervical and vaginal 
lacerations, which occur in about 5 per cent of 
the cases; retention of placental remnants—un- 
common cause of early postpartum hemorrhage, 
but frequently a cause of late or of puerperal 
bleeding. 

Other causes which may be classified as un- 
controllable and controllable causes are: 

Uncontrollable—a large baby, multiple preg- 
nancies, hydramnios, premature separation of 
the placenta and placenta previa. 

Controllable—operative deliveries, anesthesia, 
lacerations, prolonged labor, exhaustion of the 
mother and mismanagement of the third stage 
of labor. It has been proved that the minimizing 
of operative deliveries in obstetrics definitely re- 
duces the incidence of postpartum hemorrhage. 
Postpartum hemorrhage is commonly seen in 
version and extraction and difficult forceps 
operations. Ether anesthesia is more apt to be 
followed by hemorrhage than some of the other 
anesthesias. There is a significant increase in 
postpartum hemorrhage in prolonged and ex- 
haustive labors. In addition, in prolonged labor 
with maternal exhaustion, the uterus is a part 
of the general fatigue and the combination of 
exhaustion, hemorrhage and infection may spell 
death for the patient. 

The clinical picture of postpartum hemor- 
rhage may be a deceiving one, easily misinter- 
preted and its treacherous features may be poor- 
ly adjudged—with ultimate death. 


1. bleeding after placental delivery is not 
one of continuous, profuse hemorrhage but 
a seepage or trickling, drop by drop, going on 
over a period of considerable time but amount- 
ing to an astonishing blood loss with the situa- 
tion becoming critical. Usually there is sufficient 
time for treatment before the situation becomes 
critical unless the blood loss is precipitous. The 
effect of blood loss may vary in patients accord- 
ing to their general physical condition—ante- 
cedent anemia, prolonged and exhaustive labor, 
etc. The signs of shock and hemorrhage are well 
established and need no elaboration; however, 
an admonition is that the slow, insidious bleed- 
ing may show initially little change in the pulse 
and blood pressure but the time finally arrives 
when the compensatory vascular mechanisms 
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are unable to accommodate themselves to fur- 
ther blood volume loss, with a sudden fall in 
blood pressure, elevation of pulse and death if 
the patient has not been properly evaluated and 
treated. 

The diagnosis as to the source of the bleeding 
is certainly important from the standpoint of 
treatment. Frequently the blood loss is con- 
sidered coming from the uterus and due to 
atony when actually it is due to cervical or 
vaginal lacerations. If the uterus is well con- 
tracted and the blood is bright red and con- 
tinuous, the bleeding is probably due to cervical 
or vaginal lacerations. The characteristic appear- 
ance of dark, venous blood usually points to 
uterine cavity bleeding and is more apt to be 
associated with a uterus which is not well con- 
tracted or which tends to relax. It is true that 
both types of bleeding may occur following 
major obstetric operative deliveries. Personally, 
I inspect the vagina and cervix in all deliveries. 
It is a “must” in my practice and it should be a 
“must” in everyone’s practice, particularly fol- 
lowing operative deliveries. 

Treatment of third stage bleeding—In any 
discussion of the treatment of third stage bleed- 
ing, it is important to point out that there is a 
certain amount of bleeding as a result of the 
transient separation of the placenta. It is good 
practice to give the patient 1 cc. of prrocin® (10 
units) intramuscularly as soon as the baby is 
born; this procedure hastens placental separa- 
tion, and I personally feel it reduces the amount 
of blood loss. If external hemorrhage is observed 
and the uterus is not firmly retracted and signs 
of placental separation are not present, the 
uterus should be massaged but not by a classical 
Credé procedure. If signs of placental separation 
are present then the placenta should be expelled 
according to the technic already mentioned. 
However, if the bleeding continues to be exces- 
sive and reaches a blood loss of 400 to 500 cc. 
with the placental signs of separation absent, 
then manual removal of the placenta must be 
considered. 

I emphasize that a Credé method employed 
at this point (otherwise kneading and squeez- 
ing the uterus through the abdomen) as a rule 
often traumatizes both the placenta and the 
myometrium, adds insult to injury and aggra- 
vates the difficulties. Bleeding following the 
placental delivery is going to be in part de- 
pendent upon the immediate care after the pla- 
cental expression. Good practice is to give 1/320 
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gr. of ERcorraTe® intravenously immediately 
after the placental expression and, in addition, 
to massage the uterus. 

On our obstetric service, we insist that a nurse 
stay with the patient for one hour after delivery 
and never leave the patient’s bedside. She places 
her abdominal hand on the uterus noting its 
size and consistency and at intervals justifiably 
massages the uterus. She reports at once to the 
doctor on the service any excessive external 
bleeding for which she is diligently watching 
over the course of an hour. Additional ergotrate 
or pitocin may be administered if the bleeding 
is a little more than normal but not excessive. 
At this time judgment is paramount as to the 
determination of blood loss and the possible 
consideration of blood replacement. 


eg bleeding persists after the procedure just 
described and more active treatment is in- 
dicated, I recommend bimanual compression 
which massages the posterior surface of the 
uterus with the abdominal hand, the anterior 
uterine surface with the other fist, the latter 
being so applied that the knuckles rub against 
the anterior uterine wall. This procedure de- 
livers abdominal massage, produces consider- 
able uterine stimulation, compresses the venous 
sinuses and good contraction of the uterus is 
maintained on the vessels. I feel that more can 
be accomplished by this procedure than by the 
intrauterine pack. 

At this stage when I would consider bimanual 
compression, some obstetricians would consider 
the intrauterine pack. I agree with Cosgrove in 
this aspect of treatment relative to the uterine 
pack and I quote: “At about this juncture most 
authorities advise packing the uterus; this I do 
not approve. It seems to me entirely unphysio- 
logic. Up to this time all effort has been made 
completely to empty the uterus in order to per- 
mit it to contract down, and by its contraction 
to squeeze shut the bleeding sinuses and permit 
their occlusion by clots formed in the mouths 
thereof. Now, to reverse this physiologic effort 
to empty the uterus, and proceed to introduce a 
large mass of foreign material with the avowed 
purpose of stimulating the uterus to contract 
and of controlling bleeding by direct pressure 
of the foreign mass against the sinuses, neces- 
sarily mechanically held wide open by the pres- 
sure of that mass, does not seem to be good 


sense. 
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“If the uterus is so truly atonic as not to be 
capable of response to the mechanical stimula- 
tion of manual control already described and 
powerfully acting oxytocic, one can hardly ex- 
pect that it will be capable of responding to the 
less efficient irritation of a wad of gauze pushed 
into it. If it does not so contract, it will merely 
balloon more and more as blood accumulates 
above the pack, and the supposed function of 
direct pressure of the packing against the whole 
surface of the uterus will be nullified. In this 
way the packing may do little more than stop 
the obvious flow of blood escaping from the 
uterus and lull the operator into a false sense 
of security.” 


A: last resort and rarely, when all the meas- 
ures previously mentioned have failed, 
hysterectomy may be justified. Its justification 
is questionable in women who are exsanguin- 
ated, pulseless and do not have a readable blood 
pressure and have not had the benefit of massive 
blood replacement. This operation may in such 
cases hasten the death of the patient. 

With massive blood replacement and a rapid 
hysterectomy, the operation becomes a_life- 
saving procedure at times. 

I merely mention the fact that hot and cold 
sterile douches have been used in protracted 
bleeding. In acute profuse bleeding such pro- 
cedures as compression of the aorta and clamp- 
ing of the uterine arteries from below have 
been instigated. Litzenberg aptly stated, “Ex- 
cessive bleeding in the postpartum period is 
largely due to neglect—neglect of commission 
but principally of omission.” 

In modern obstetrics no woman should die 
from postpartum hemorrhage; however, to save 
a woman’s life from death is not sufficient. 
Good obstetrics can reduce the incidence, quan- 
tity, mortality and morbidity of postpartum 
hemorrhage. 

Bleeding from cervical and vaginal lacera- 
tions—These lesions should be definitely ex- 
cluded even though the character of the bleed- 
ing may seem to be due to uterine atony. The 
cervix and vagina should be inspected and if 
lacerated should be repaired. 

Retained placental remnants—|mmediate post- 
partum bleeding is rarely due to retained pla- 
cental remnants. At this point I wish to indi- 
cate the importance of thoroughly examining 
the placenta and membranes at the time of its 


delivery and if any part of the placenta is miss- 
ing, it should be removed from the uterus. Re- 
tained placental remnants results in subinvolu- 
tion, delayed hemorrhage and infection. Instru- 
mental or digital removal of secundines may be 
justifiable in some instances. 

Retention of placenta or retained placenta— 
By retention of the placenta is meant the failure 
of the placenta to be expelled one hour after 
delivery. This condition is thought of as a faulty 
uterine detachment with a faulty uterine mus- 
cular activity or behavior. Placental retention is 
seen in 1 per cent of all cases. If after one hour 
with massage and gentle downward pressure 
on the fundus there is failure in the placental 
expression, then manual removal is indicated. 

There is certainly diversified opinion as to the 
dangers of manual removal. Specifically, there 
is a growing opinion that the danger of manual 
removal depends upon antecedent hemorrhage 
and infection. Then it would seem justifiable in 
the face of severe bleeding before placental sep- 
aration to do a manual removal at once, and 
before the blood loss has reached a sizable 
amount such as 400 to 500 cc. Of course an 
opposite view in retention of the placenta with- 
out hemorrhage would be to ignore it, assuming 
its final detachment and passage. Hemorrhage 
and fatal sepsis may result. My recommenda- 
tion is the manual removal of the placenta if it 
is not detached and expelled within an hour fol- 
lowing delivery. 

Placenta accreta—This is defined as an ab- 
normal placenta, adherent to the uterine wall 
due to absent, scanty or faulty decidua with the 
choreonic villi penetrating deep into the uterine 
muscle. Clinically, the placenta fails to separate. 
Placenta accreta is associated with myomata 
uteri and syphilis. Manual removal is impos- 
sible and unjustified attempts at removal may 
result in uterine rupture. The treatment is 
hysterectomy. 

Inversion of the uterus—The fundus becomes 
inverted and comes in contact with the cervix 
or may protrude through it and present at the 
vulva. The following considerations may be fac- 
tors in this complication: marked thinness and 
laxity of the uterus at the placental site; a 
patulous cervix; pressure from above or trac- 
tion on the cord or placenta; it is favored in 
fundal insertion of the placenta, and occasion- 
ally it occurs spontaneously, probably as a result 
of increased intra-abdominal pressure and _pos- 
sibly the weight of the intestines. The prognosis 
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is good if detected immediately; however, if it 
goes undiagnosed until gangrene occurs, the 
outlook is more serious. 

The treatment is immediate reposition and if 
the placenta is not detached the uterus should 
be seplaced with the placenta left on. A patient 
in considerable shock and in need of blood re- 
placement should receive appropriate treatment 
and manipulation should be withheld until the 
general condition is improved. Shock is com- 
monly due to the inversion, not to blood loss, 
and if the patient remains in shock after a rea- 
sonable amount of time, either manual replace- 
ment or the Huntington operation should be 
carried out. The latter operation is replacement 
by the abdominal approach. In both the short 
duration and the chronic long standing inver- 
sion, the Haultain operation in which the abdo- 
men is opened and the cervical ring incised 
posteriorly may be the operation of choice. In 
chronic inversion the Spinelli anterior culpo- 
hysterotomy is also useful. 

Retraction ring—This is not of serious conse- 
quence in the third stage of labor when the 
uterus contracts at the upper limit of the lower 


uterine segment. If no serious bleeding occurs, 
it is wise to await the relaxation of the uterine 
muscle which will occur in 10 to 30 minutes. 
If active bleeding occurs then, by necessity, one 
must direct his effort toward reduction of the 
ring and manual removal of the placenta. 


i asMUCH as hemorrhage is first in the causes 
of maternal deaths and infection is a close 
second in maternal mortality, as listed in the 
Federal Security Agency of the United States 
Children’s Bureau, it becomes evident that the 
third stage of labor with its attendant blood loss 
and likely infection in any one of the complica- 
tions already considered becomes the most haz- 
ardous stage of labor and warrants the most 
meticulous handling, judgment and treatment. 

In summary, it is not the first or second stage 
of labor that becomes the real risk for the 
mother, but the third stage with its attendant 
hemorrhage and possible infection. Hemorrhage 
is the number one killer of child-bearing wom- 
en. A good dictum is “Save blood in the child- 
bearing woman.” 





Primitive incubators used in 1884. Temperature of babies was taken 
in a very crude manner by putting thermometer on their bodies. 





Appendicitis and Cancer 


CYRIL COSTELLO AND JOHN SAXTON* 


WASHINGTON UNIVERSITY MEDICAL SCHOOL, ST. LOUIS 


An analysis of cases has shown that cancer and appendicitis are more fre- 
quently associated than was previously noted. This concurrence of the two con- 
ditions has led to mistaken diagnoses and consequent improper treatment. The 
association between appendicitis and cancer is reviewed according to four possible 
relationships and procedures outlined for proper diagnosis and early treatment. 


HE frequency with which cancer and ap- 
pendicitis are associated as a diagnostic 
and therapeutic problem has prompted a 
review of cases at the St. Louis City Hospital, 
Barnes Hospital and Barnard Free Skin and 
Cancer Hospital. In the light of other reports 
on the subject'® it is felt that the problem is 
commoner than is generally appreciated, and 
the following analysis, based on case histories, 
is presented to re-emphasize the need of being 
constantly aware of this possible association. 
Carcinoma, whether primary or secondary in 
the appendix, may produce acute appendicitis 
by obstructing the lumen, by obstructing lym- 
phatics or blood vessels, or both, or by in- 
filtrating the wall. In such cases there is a 
danger of failing to recognize the basic dis- 
order. However, there is an even larger group 
of cases in which primary carcinoma of the 
cecum produces symptoms and signs clinically 
indistinguishable from those of acute appendi- 
citis. In this group the danger of unrecognized 
carcinoma of the cecum is great. The relation- 
ship between appendicitis and cancer may thus 
be any one of the following: (1) primary car- 
cinoma of the appendix producing acute ap- 
pendicitis; (2) metastatic carcinoma from a 
*From the Department of Surgery, Washington University Medical 


School, and the Snodgras Laboratory of the St. Louis City Hospital, 
St. Louis, Missouri. 
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distant organ producing acute appendicitis; (3) 
primary carcinoma of the cecurh producing 
acute appendicitis, or (4) primary carcinoma 
of the cecum producing clinical signs simulating 
acute appendicitis. 


PRIMARY CARCINOMA OF THE APPENDIX 
PRODUCING ACUTE APPENDICITIS 


Primary adenocarcinoma of the appendix is 
rare. According to Lesnick and Miller* it occurs 
with about one-tenth the frequency of carcinoid 
of the appendix. These authors cited 12 cases 
from the literature ahd added 5 of their own. 
It is noteworthy that of these 17 cases, to which 
may be added the case reported by Marks and 
Whitaker,” the symptoms were those of acute 
appendicitis in g and of appendiceal abscess in 
2. Pathologic examination showed that 5 ap- 
pendixes of this series were also acutely in- 
flamed, and 4, including the 2 diagnosed as 
appendiceal abscess, had perforated. Thus the 
preoperative diagnosis of acute appendicitis was 
made in half of the reported cases of primary 
adenocarcinoma and in about one fourth, acute 
appendicitis was also present. However, in no 
case was the diagnosis of appendiceal carcinoma 
made clinically. 

Collins,® in a study of 3400 cases of acute ap- 
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pendicitis, found obstruction of the lumen to be 
the etiologic factor in 50 per cent. 

It is therefore not surprising that primary car- 
cinoma of the appendix should be so often as- 
sociated with the symptoms of appendicitis and 
that appendicitis may frequently develop when 
cancer is present. Although in our series we did 
not have an example of primary adenocarcinoma 
of the appendix, the reports cited demonstrate 
the value of routine microscopic study of all ap- 
pendixes removed. If such patients are to be 
offered the maximum hope for cure of the 
carcinoma, simple appendectomy is not sufh- 
cient and a resection of the terminal ileum and 
right side of the colon with their mesenteries 
must be performed. 


METASTATIC CARCINOMA FROM A DISTANT ORGAN 
PRODUCING ACUTE APPENDICITIS 


Metastases to the appendix may occur in pa- 
tients suffering from carcinomatosis peritonei, 
and in such instances the irritation of the ap- 
pendix is a component of the clinical picture of 
general peritoneal irritation involving other 
areas as well. However, the appendix may be 
first involved by such a metastasis or may pro- 
duce the first clinical evidence of disorder. The 
following is an example of such a case: 


CASE REPORT 


A 51-year-old white woman was admitted to the 
St. Louis City Hospital on January 31, 1950, with signs 
and symptoms of acute appendicitis. At operation the 
appendix appeared grossly inflamed and there was a 
small periappendiceal abscess. The appendix was re- 
moved and the abscess was drained. Microscopic exam- 
ination of the appendix and a portion of omentum 
forming the abscess wall revealed an acute inflamma- 
tory exudate in all layers of the appendix and in the 
omental tissue. In addition, many of the subserosal 
lymphatics of the appendix and omental tissue con- 
tained nests of small epithelial cells, some in papillary 
arrangement and associated with small calcific (psam- 
moma) bodies (Figure 1). 

One month later the patient was re-explored and a 
bilateral salpingo-oophorectomy was performed, with 
removal of a piece of omentum. The ovaries were not 
enlarged, but firm, and each contained small cysts. 
Microscopic section of the ovaries showed in several 
areas small nests of epithelial cells together with many 
psammoma bodies. The cysts, which were both within 
the ovaries and on the surfaces, were lined with small 
cuboidal epithelial cells which formed simple papillary 
projections, often including psammoma bodies (Figure 
2). The omental tissue contained nests of cells similar 
ito those of the original specimen. 

The tumor was regarded as an ovarian papillary 
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cystadenocarcinoma, possibly bilateral in origin, of low 
grade malignancy with a tendency to local regression. 
The course of papillary cystadenocarcinomas of the 
ovary may vary considerably, as indicated by the report 
of Dunphy.* Four months later the patient returned 
to the clinic for routine examination. Although there 
were no complaints at this time, a small mass about 3 
cm. in diameter was palpated on the posterior surface 
of the uterus. Obviously, the ultimate prognosis of 
patients with appendicitis associated with carcinomatous 
invasion from distant sites is poor. 


PRIMARY CARCINOMA OF THE CECUM PRODUCING 
ACUTE APPENDICITIS 


Burt,° in a comprehensive paper, stated that 
only 13 instances of carcinoma of the cecum 
complicated by appendicitis have been reported. 
He added 4 cases from the records of the Pres- 
byterian Hospital, bringing the total to 17. Three 
such cases from the records of Barnes Hospital 
are here reported: 


Case 1—This 57-year-old man was admitted in 1947 
to Barnes Hospital complaining of epigastric pain 
which 10 days before had moved to the right lower 
quadrant. For the three days previous to hospitaliza- 
tion he had suffered generalized abdominal pains. 
Upon examination there was some generalized ten- 
derness and involuntary muscle guard most marked 
over McBurney’s point. Accordingly, the diagnosis of 
acute appendicitis was made and the abdomen was ex- 
plored. A ruptured appendix with periappendiceal 
abscess was found and appendectomy was performed. 
Microscopic examination of the appendix revealed acute 
appendicitis and carcinoma of the appendix (Figure 
3), thought possibly to have arisen from the cecum. 
One month later, exploration revealed a carcinoma of 
the cecum and right colectomy was accomplished 
(Figure 4). 


Case 2—This 43-year-old woman was admitted to 
Barnes Hospital in 1944 complaining of intestinal 
cramping, nausea and vomiting for six hours. She had 
experienced episodes of discomfort in the right lower 
quadrant intermittently during the previous two years. 


FIGURE 1. Photomicrograph of appendiceal wall, show- 
ing inflammatory exudate and two small nests of 
epithelial cells, one containing a psammoma_ body. 
(x 187) 


FIGURE 2. Photomicrograph of surface of ovary, show- 
ing a small cyst lined with cuboidal epithelium and 
containing simple papillary projections with psam- 
moma bodies. (x 187) 


FIGURE 3. Photomicrograph of appendix removed from 
patient with clinical picture of acute appendicitis show- 
ing acute inflammation and adenocarcinoma. (x 185) 
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Upon examination there was found to be tenderness 
and muscle guard localized in the right lower quad- 
rant, and the diagnosis of acute appendicitis was made. 
Appendectomy was performed and no suspicion of 
carcinoma existed until microscopic examination re- 
vealed carcinoma in addition to acute appendicitis 
(Figure 5). The patient was discharged and returned 
subsequently with signs of obstruction. A right colec- 
tomy was performed and a carcinoma of the cecum 
was removed (Figure 6). 


Case 3—This 60-year-old woman was admitted to 
Barnes Hospital in 1945 presenting a history of a mass 
in the right lower quadrant for approximately eight 
months. Six months previously she had an episode of 
cramping pain in the right lower quadrant. Appendec- 
tomy had been performed at that time and the micro- 
scopic report was “acute appendicitis with abscess” 
(Figure 7). On this admission the patient was found 
on exploration to have had an extensive carcinoma of 
the cecum invading the abdominal wall (Figure 8). 
Because of the wide extension only biopsy was done. 


A it should be emphasized that although 
in these cases carcinoma and acute ap- 
pendicitis were proved to coexist, there are 
others, even more numerous, in which the 
patients are treated for appendicitis with or 
without surgical intervention and subsequently 
carcinoma of the cecum is found to have been 
the primary source of disorder. Thus the discus- 
sion of this group of cases may be included with 
that of the fourth and largest group where can- 
cer and clinical appendicitis are associated. 


PRIMARY CARCINOMA OF THE CECUM PRODUCING 
CLINICAL SIGNS SIMULATING ACUTE 
APPENDICITIS 


One hundred and twenty-two cases of proved 
cancer of the cecum have recently been studied 
by one of us (C.C.) at the St. Louis City Hos- 
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FIGURE 4. Photomicrograph of mucinous carcinoma of 
the cecum from same case as Figure 3. (x 185) 


FIGURE 5. Photomicrograph of the appendix in Case 2. 
Both acute appendicitis and carcinoma are present. 


(x 185) 


FIGURE 6. Photomicrograph of carcinoma of cecum re- 
moved from patient in Figure 5. (x 185) 


FIGURE 7. Photomicrograph of representative area of 
appendix (Case 3) showing acute appendicitis. This 
appendix was removed and a small periappendiceal 
abscess was drained. (x 185) 


FicguRE 8. Photomicrograph of biopsy specimen of 
carcinoma of the cecum removed six months later 
from the patient whose appendix is shown in Figure 
7. (x 185) 


pital, Barnes Hospital and Barnard Free Skin 
and Cancer Hospital, and in 31 cases (25 per 
cent) appendicitis was the original diagnosis. 
In some of the patients, particularly where an 
abscess or a mass was present, carcinoma of the 
cecum was also considered, and careful explora- 
tion revealed the cancer, thus preventing the 
tragic consequences of mistaken diagnosis. How- 
ever, in 16 patients, or 13 per cent of this group, 
treatment of appendicitis (usually appendec- 
tomy) without recognition or suspicion of the 
basic lesion had been performed prior to hos- 
pitalization for study and treatment of the car- 
cinoma. These 16 patients varied in age from 28 
to 72 years and represented delays in diagnosis 
of the carcinoma of from 1 to 36 months (Table 
1). Almost half of this group were females and 
more than half were less than 50 years of age. 

Since most of these patients had been treated 
for appendicitis elsewhere before admission to 
this group of hospitals, and since microscopic 
reports on the appendixes removed are not 
available, it must be assumed that the appendixes 
were inadequately examined or that the car- 
cinoma had not actually extended into the ap- 
pendix. Whether or not acute inflammation was 
present in these appendixes must also remain a 
matter of conjecture. Of importance is the fact 
that carcinoma of the cecum was not recognized 
in these patients. Such an error may result from 
the following pitfalls: 


1. Failure of the surgeon to examine the 
cecum carefully at the time of appendectomy. 

2. Inability of the surgeon to distinguish car- 
cinoma of the cecum from coincident inflam- 
mation. 

3. Failure to take tissue for biopsy from sus- 
pected areas. 

4. Failure to have the appendix examined 
microscopically at several levels. 

5. Failure of the inexperienced surgeon to pro- 
ceed with definitive cancer surgery even after 
recognition of the lesion. 

6. Failure to perform adequate follow-up 
diagnostic studies on that small group of pa- 
tients treated nonsurgically for appendicitis. 

Thus, from this study it is apparent that 25 
per cent of patients with carcinoma of the 
cecum presented signs of appendicitis. This is 
in agreement with the observation of Acker- 
man,’ although higher than that of Ransom.* 
In nearly half of these the carcinoma was rec- 
ognized at operation or by pathologic examina- 
tion of the appendix, whereas in the remainder 
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TABLE 1 
PATIENTS TREATED FOR APPENDICITIS Pr1oR TO RECOGNITION OF CARCINOMA OF THE CECUM 
TIME BETWEEN TREATMENT OF 
APPENDIX AND RECOGNITION : 
CASE | AGE SEX DIAGNOSIS is eas ek ae TREATMENT 
(MONTHS) 

I 60 F Appendicitis 2 Appendectomy 

2 28 M Appendicitis 2 Nonsurgical 

3 59 M Appendicitis 24 Nonsurgical 

4 62 M Appendiceal abscess | 2 Drainage of abscess 

5 43 F Appendicitis I Appendectomy 

6 60 M Appendicitis 6 Appendectomy 

7 39 M Appendicitis 18 Appendectomy 

8 39 M Appendiceal abscess 7 Drainage of abscess 

9 37 M Appendicitis 5 Appendectomy 
10 2 F | Appendicitis 2 Appendectomy 
II 2 F Appendicitis 2 Nonsurgical 
12 43 M Appendicitis 6 Appendectomy 
13 48 F Appendicitis 36 Appendectomy with no relief of symptoms 
14 65 F Appendicitis 12 Appendectomy 
15 47 M Appendicitis 7 Appendectomy 
16 39 | F Appendicitis 18 | Appendectomy 





the carcinoma was not found for months after- 
ward. In this latter group, advancement of the 
carcinoma might have been avoided by better 
realization of the possibility of the dual lesion 
and by more careful and persistent search and 
study. 

The intimate anatomic relationship between 
appendix and cecum predisposes to easy involve- 
ment of the appendix by a carcinoma originat- 
ing in the cecum. And, similarly, the clinical 
manifestations of carcinoma arising in the cecum 
may be easily misinterpreted as acute appendi- 
citis. Since appendectomy alone is not adequate 
treatment for carcinoma of the appendix or 
cecum and since many of these lesions at the 
initial illness interpreted as appendicitis are re- 
sectable and curable, it is mandatory that the 
possibility of a dual lesion be constantly borne 
in mind. Awareness of the possibility, especially 
in relatively young persons of either sex, should 
reduce the incidence of unrecognized cecal car- 
cinoma. 


In patients presenting appendicitis with the 
gross suggestion of carcinoma arising in the 
cecum (by virtue of pericecal abscess or mass) 
exploration of the cecum by incision at the time 
of appendectomy may be valuable. In those in 
whom the appendix is removed, careful path- 
ologic study of the appendix, particularly of its 
base, should be insisted upon routinely. In pa- 
tients who present recurring episodes of ap- 
pendicitis, appendectomy and exploration should 
be performed. Errors in recognition of car- 
cinoma of the cecum will unquestionably occur 
in higher incidence when appendectomy is per- 
formed by surgeons untrained in pathology and 
in surgical technic. When the lesion is recog- 
nized the definitive treatment for operable car- 
cinoma of the cecum is right colectomy with 
ileotransverse colostomy. In those instances in 
which there may be associated bowel obstruc- 
tion or where the general condition of the pa- 
tient is poor, it may be necessary to perform the 
colectomy at a subsequent surgical stage. 
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The Diagnosis and Treatment of L[leitis 


CHARLES W. MAYO* 
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Regional enteritis is a chronic nonspecific granulomatous inflammation pri- 
marily of the terminal part of the ileum. The cause is unknown. Medical treat- 
ment consisting of measures of a supportive nature should be tried first. If this 
fails after adequate trial, then surgical treatment must be considered in a high 


percentage of cases. 


aM to talk to you on regional enteritis and 

I should like first to give you histories of the 

three ladies who have kindly consented to 
appear before you. 

The first is Mrs. H., who is 35 years old, mar- 
ried, and was admitted to the surgical clinic 
in 1949 complaining of low-back pain, nausea 
and vomiting; the attacks of low-back pain were 
unrelated to meals or activity. She had had these 
symptoms for about a year. The attacks began 
with throbbing lumbar pain accompanied by 
borborygmi and visible peristalsis. She then be- 
came nauseated and vomited, the vomiting last- 
ing for two or three hours; it started with 
partially digested food and progressed to yellow- 
ish brown fecal material. Following the vomit- 
ing she felt better and the back pain subsided. 

The attacks became progressively more fre- 
quent. At the time of admission they occurred 
weekly. There was never any jaundice, hemat- 
emesis or melena. She lost 20 pounds during 
the year before admission to the clinic. 

The past history is that of a tonsillectomy at 
the age of 12 and an appendectomy at the age 
of 17. 

The temperature was essentially normal, the 
pulse 80, and the blood pressure 110 systolic 
and 64 diastolic. Physical examination revealed 
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a small, pale woman in no distress at that time. 
The only significant finding was tenderness in 
the right upper abdominal quadrant and pain 
in the right costovertebral angle. No masses 
were palpated. The results of urinalysis and 
serologic tests for syphilis were normal. The 
red blood cells numbered 3,400,000 and the white 
blood cells g500 per cubic millimeter of blood; 
the hemoglobin content was 9.8 gm. per 100 cc. 
Barium examination of the stomach and duo- 
denum gave normal results; cholecystography 
revealed three large radiolucent calculi, and 
barium enema examination showed an irritable 
cecum and failure of the terminal part of the 
ileum to fill. 

The clinical diagnosis of cholecystitis and 
cholelithiasis was made. Celiotomy revealed 
stones in the gallbladder and a partially obstruc- 
tive regional ileitis. The terminal portion of the 
ileum was thickened, and the mesentery was 
edematous. The terminal 14 inches of the ileum 
were excised and an ileocecostomy was done. 
Recovery was uneventful. The patient subse- 
quently had a cholecystectomy. This first opera- 
tion of resection of the terminal portion of the 
ileum was done late in October, 1949. 

She tells me that her weight has increased 
from 79 to 106 pounds since that resection and 
she also tells me that she can eat anything now. 
Correct? 

PATIENT: Yes. 











Postgraduate Medicine 








CHARLES W. MAYO 


br. MAYO: The next patient is Mrs. G. She is 
32 years old, married, and was admitted to the 
surgical clinic in September, 1949, complaining 
of epigastric pain and vomiting. The patient 
reported that she had been well until four days 
before admission, at which time she experienced 
the sudden onset of crampy epigastric pain 
shortly after the noon meal. The pain lasted 
for two hours and then subsided. Two days 
later the pain recurred and continued for about 
24 hours, associated with nausea and vomiting. 
When she was admitted to the clinic she was 
dehydrated. Her abdomen was distended and 
she showed carpopedal spasm. There had been 
no previous operations. The temperature was 
normal as were the blood pressure and pulse. 
Physical examination revealed a well develop- 
ed Negress in marked distress. Her skin was 
dry and her tongue coated. The abdomen show- 
ed moderate distention, deep tenderness, but no 
muscle guarding or rebound tenderness. No 
masses could be palpated. The bowel sounds 
were hyperactive. The urine, the number of 
red blood cells and the results of serologic tests 
for syphilis were all essentially normal. 
Decompression was done with a Harris tube 
and nutrition was maintained by _ parenteral 
therapy. The symptoms were relieved by suc- 





tion but were aggravated when the tube was 
clamped. 

Celiotomy revealed marked edema and con- 
gestion of the terminal portion of the ileum and 
the mesentery. The terminal 18 cm. of ileum 
were excised and ileocecostomy was done. Her 
recovery was uneventful. 

Mrs. G. tells me that she can now eat any- 
thing and feels in excellent condition. She has 
gained some 10 pounds since her operation. 


f Bee other lady, Mrs. S., is 26 years old, mar- 
. ried, and entered the surgical clinic com- 
plaining of severe lower abdominal pain. The 
patient reported that she had not been well for 
seven months. At that time she first experi- 
enced a heavy feeling in the right lower quad- 
rant after meals and a dull aching pain which 
at times became colicky in nature. The attacks 
persisted for several hours, at times with as- 
sociated abdominal distention. On several occa- 
sions she had more severe pain accompanied by 
chills and fever. 

During such an attack three months ago she 
was admitted to the hospital and celiotomy was 
done for chronic appendicitis. At operation there 
was free fluid in the abdominal cavity, the ileum 
was congested and indurated and the mesentery 
contained many large nodes. Appendectomy was 
performed. Postoperatively the symptoms _per- 
sisted, and for the week before admission she 
had diarrhea almost constantly. She had lost 15 
pounds since the onset of her disease. 

Physical examination revealed a well devel- 
oped female with a temperature of 98° F., pulse 
100, respirations 20, skin and mucous membranes 
pale. Significant physical findings were limited 
to the abdomen. A lower abdominorectal scar 
was present beneath which an irregular tender 
mass measuring 4 by 5 cm. was present. The 
borders of the mass were poorly defined and it 
was somewhat confined to the posterior ab- 
dominal wall. 

The urine, hemogram and the results of sero- 
logic tests for syphilis were all normal. Barium 
examination of the colon revealed no abnor- 
mality. Barium examination of the ileum dis- 
closed inability to visualize the terminal por- 
tion. This was thought to be compatible with 
terminal ileitis. 

She has not as yet been operated upon. At the 
present time she is getting 15 gr. (1 gm.) of 
SULFATHALIDINE® four times a day. 
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The definition of regional enteritis is that of 
a chronic nonspecific granulomatous inflamma- 
tion primarily of the terminal part of the ileum, 
which may spread proximally, directly or by 
skip areas. It may also spread distally to involve 
the colon. 

There are many synonyms for regional en- 
teritis, such as regional ileitis, terminal ileitis, 
Crohn’s disease, phlegmon of the ileum, non- 
specific enterocolitis and segmental enteritis. 

Dr. Crohn thinks that the incidence of re- 
gional enteritis is about 50 per cent of that of 
chronic ulcerative colitis. 

Much research work has been done on this 
subject. The disease must have some inflamma- 
tory background, but up to date there has been 
nothing to which it can be specifically at- 
tributed. Bacillus dysenteriae, coliform strains, 
microbacteria and many saprophytes have been 
studied. Toxins, viruses and protozoa have been 
considered as possible causative agents. Lyso- 
zyme also has been considered one of the possi- 
ble etiologic factors in terminal ileitis as well as 
in chronic ulcerative colitis, the concept being 
that this substance digests the mucous mem- 
brane and allows it to become susceptible to 
the secondary infections which come along. AlI- 
lergy is another one of the possible etiologic 
factors which has been studied. The neuro- 
genic factor is an important one here, as is also 
true with chronic ulcerative colitis. 

Nothing is known at present that one can 
say is the cause of regional enteritis, any more 
than one can say that there is a specific etiologic 
factor known today in ulcerative colitis. 


ECAUsE we have no known etiologic agent, 
B study of chronic ulcerative colitis and of 
terminal ileitis has been confined to the clinical 
level and consequently has all the limitations of 
clinical investigation. There is a wide variabil- 
ity and there are wide degrees of severity; nec- 
essarily, then, large series have to be studied 
to permit making any definite—and, I am 
sorry to say, not too definite—conclusions. 

When one obtains good results with a medi- 
cal regimen one wonders why. When one ob- 
tains good results from certain specific technics 
and a surgical approach to the problem one 
again wonders why, because there is a fairly 
high percentage of recurrences. 

The pathologic features of this disease in- 
volving the bowel wall are thickening, a nar- 


The Diagnosis and Treatment of Ileitis: Mayo 








FiGuRE 1. Regional enteritis showing distention and 
thickening of the bowel wall. 


rowing of the bowel lumen, degrees of mucosal 
ulceration, destruction and hyperplasia. Sub- 
mucosal lymphatic hyperplasia varies but is 
present in about 95 per cent of the cases. Char- 
acteristically the lymph nodes are enlarged and 
discrete giant cells are present but there is no 
caseation and no acid-fast organisms are present. 

As to the symptoms, Dr. Melton, a fellow of 
the Mayo Foundation who reviewed carefully 
103 proved cases in his thesis, reported that ab- 
dominal pain occurred in 96 per cent of the 
cases, diarrhea in about 65 per cent, obstruction 
in 51 per cent, fever in 33 per cent and blood in 
the stools in 12 per cent. 

Figure 1 shows a resected specimen in which 
the ileum above is distended and there is thick- 
ening of the bowel wall. This is a regional af- 
fair. It also shows why there is obstruction. 

Figure 2 shows the relationship between ul- 
cerative colitis and terminal ileitis. In about 28 








per cent of the cases of ulcerative colitis there 
is involvement of the terminal part of the ileum. 
It is also true, as I brought out in the definition 
of this disease, that with regional or terminal 
ileitis the colon is frequently involved and the 
disease will be seen sometimes to extend all the 
way to the sigmoid. We used to think that in 
5 per cent of the cases of ulcerative colitis the 
disease started in the right portion of the colon. 


1 is one point that probably has not been 
stressed enough, and that is that even with 
terminal ileitis or regional ileitis, on procto- 
scopic examination one can find, in a fairly 
high percentage of these cases, petechial hemor- 
rhages in the rectum. 

The signs and symptoms of either chronic, 
subacute or acute appendicitis are present. It is 
to be noted that in one of the patients presented 
the appendix had been removed some three 
months previously. It so happens that in about 
50 per cent of these cases of terminal or regional 
ileitis the appendix has been removed in the 
past, and sometimes appendectomy has been 
performed very shortly before an operation has 
to be done for the ileitis which occasionally 
is the primary cause of the symptoms. 

Terminal or regional ileitis occurring in the 
terminal portion of the ileum is not infrequent- 
ly, following appendectomy, the cause of ab- 
dominal fistula. 
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FIGURE 2. This illus- 
trates the relationship 
between ulcerative 
colitis and terminal 
ileitis. In addition, 
pseudopolyps are visi- 
ble in the ascending 
colon. 


I have shown you why there is mimicry of 
actual ulcerative colitis in this particular dis- 
ease process. There are possibly signs of nutri- 
tional anemia, hypoproteinemia with edema, 
pellagra and scurvy, and these occur because of 
the nutritional disturbances. 

From the laboratory standpoint, hyperchromic 
anemia occurs in about 50 per cent of the cases, 
and occult blood is found in 60 per cent in con- 
trast to frank hemorrhage which, as I said, oc- 
curs in 12 per cent. 

The roentgenologic examination is a_valu- 
able adjunct to diagnosis. Barium and contrast 
films are used. One can differentiate amebic 
dysentery very readily from terminal ileitis be- 
cause with amebic dysentery there is a sludging 
back and forth of the barium between the 
cecum and the terminal portion of the ileum. 

Where terminal ileitis is found with the aid 
of barium administered by rectum and colon, 
one has also to consider that it is important to 
do a barium-by-mouth examination of the entire 
small intestine because of the danger of skip 
areas in this particular disease. 

As to age and sex, it will be noted that of the 
3 patients presented, 1 was 26 years old, 1 was 
35, and 1 was 32, and all were females. The 
average age for regional enteritis is around 29. 
It is a disease of fairly young people as is ulcera- 
tive colitis. As a matter of fact, in 75 per cent 
of the cases the disease occurs between the ages 
of 20 and 4o. There are 3 males to 2 females, 














which is in accord with the fact that the male 
usually predominates in everything except dis- 
eases of the womb. 

The average duration of symptoms before the 
diagnosis is made is 17 months. 

From a differential diagnostic standpoint, re- 
gional enteritis can mimic amebic dysentery, 
tuberculous granuloma, irritable bowel syn- 
drome, intestinal tumor, carcinoma, carcinoid, 
lymphoblastoma, myoma, sarcoma, fibroma, 
actinomycosis and appendicitis; frequently the 
diagnosis is not made until operation is under- 
taken. 

From the standpoint of medical treatment, 
since there is lack of specific measures, the man- 
agement must be of a supportive nature: (1) 
mental and physical rest; (2) diet, and in diet 
one should keep in mind that there should be a 
high-carbohydrate, high-protein and low-fat in- 
take; (3) intake of the water-soluble vitamins, 
the B complex and C, in large amounts; (4) 
the giving of calcium lactate or gluconate; (5) 
use of tincture of belladonna, bismuth, kaolin, 
and avoidance of narcotics for diarrhea; and 
(6) the use of chemotherapeutic or antibiotic 
agents; while no definite proof of value yet 
exists, I believe that these agents may well have 
a place in the medical therapy of this disease 
process. 

From the surgical standpoint, I think that all 
these patients should have medical treatment 
first. There must be in regional enteritis—and 
we do run into such patients—the subclinical 
type of disease which is self-limiting and not 
diagnosed accurately, just as there are attacks of 
poliomyelitis which are subclinical; neverthe- 
less, if, after a trial of medical treatment for a 
time, symptoms are getting worse and are oc- 
curring with increased frequency, eventually 
surgical treatment has to be considered in a 
high percentage of cases. 

The question comes up as to whether surgi- 
cal treatment should consist of resection or a 
sidetracking procedure. If there is no obstruc- 
tion I think that one can consider sidetracking 
the ulcerative process by doing an inversion in 
the good bowel of the ileum, well above the in- 
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volved portion, and doing an end-to-side ileo- 
transverse colostomy. There is a lot of evidence 
that a sidetracking procedure, in which there is 
a complete sidetracking, does bring about a 
quiescence, at least, of the disease process. There 
is considerable evidence also that resection is 
a good procedure to follow. 

Although it is too short a time to say and 
the future will tell, 1 hope that in these 3 
patients presented here there will not be a con- 
tinuation of the process, although all who oper- 
ate on such patients know that most get along 
well for some time but too many come back 
with recurrence. 


s far as 1 am concerned | think that, in 
view of the aid available from antibiotic 
preparations, we are going to incline more and 
more to resection in these cases. The most im- 
portant thing from a surgical standpoint in re- 
section is to get well beyond the involved por- 
tion in the colon if it has gone through the ileo- 
cecal valve, and certainly well beyond the in- 
volvement in the ileum, and then to perform 
the anastomosis either as an end-to-end pro- 
cedure, which I usually do, or as an end-to-side 
procedure. The ileum may be anastomosed with 
the ascending colon, the transverse colon or 
even the more distal part of the colon when 
such is necessary to get beyond the diseased 
part. An accurate anastomosis without tension 
is essential. 

In conclusion I should like to say that at the 
clinic cures are obtained in 50 per cent of the 
cases regardless of the type of surgical treatment 
used. In 25 per cent there is a fair result, in 25 
per cent there is failure with the first operation, 
but of those cases in which reoperation is done 
a cure is obtained in 50 per cent. 

It is to be hoped that still more minute study 
of individual cases and further investigative re- 
search will bring to light the causative agent not 
only of regional enteritis but also of ulcerative 
colitis. It is my feeling that eventually we will 
find that the etiologic agents in these two dis- 
ease processes are very closely related. 
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The Syndrome of Large, Pale Ovaries and 
Its Differentiation from Adrenogenital 
Syndrome and Cushing's Disease 


ROBERT B. GREENBLATT* 


MEDICAL COLLEGE OF GEORGIA, AUGUSTA 


Patients with large, pale ovaries (Stein-Leventhal syndrome) usually complain 
of amenorrhea, sterility and hirsutism. Recognition of this syndrome ts important 
since the amenorrhea and sterility may frequently be corrected by wedge resection 
of the ovaries. Cushing's disease, adrenogenital syndrome, arrhenoblastoma and 
idiopathic hirsutism must be considered in diagnosis. 


by the hirsute amenorrheic woman who 

seeks his advice. He finds himself in the 
dilemma of deciding whether a particular case 
is one which may be classified as belonging to 
the syndrome of “large, pale ovaries,” the ad- 
renogenital syndrome, Cushing’s disease or is 
simply one of idiopathic hirsutism. The dif- 
ferential diagnosis, puzzling though it may 
frequently be, may be simplified by an ap- 
preciation of the various syndromes mentioned. 


Te practicing physician is often confronted 


THE SYNDROME OF LARGE, PALE OVARIES 


Stein and Leventhal’ in 1935, drew attention 
to a syndrome of amenorrhea associated with 
the presence of bilateral cystic ovaries. Since 
then Stein? * has collected and faithfully follow- 
ed a large series of cases and has repeatedly 
drawn attention to this syndrome. The symp- 
toms listed by Stein and his associates* which 
prompt the patient to seek advice are, in order 
of their frequency: (1) amenorrhea, (2) steril- 
ity, (3) hirsutism, (4) pain (rarely) and (5) 
menometrorrhagia (occasionally). 

*Department of Endocrinology, Medical College of Georgia, Augusta. 
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A valuable diagnostic sign is the finding of 
bilateral and symmetrically enlarged ovaries 
either on palpation or by pneumoperitoneum. 
At laparotomy the ovaries are large, smooth, 
elongated and freely movable (Figure 1). The 
Stein-Leventhal syndrome of bilateral polycystic 
ovaries has been spoken of as sclerocystic disease 
and microcystic disease of the ovaries and was 
given the descriptive designation of “large, pale 
ovaries” by Albright. 

Histopathology—On sectioning the ovaries 
numerous small cysts usually occupy the cortex 
(Figure 2). Occasionally, a corpus luteum cyst 
may also be found. Microscopically, a thick 
fibrous capsule is characteristic and is usually 
associated with increased fibrosis of the ovary 
and hyperplasia of the theca cells. In the cortex, 
scattered primordial follicles may be found (Fig- 
ure 3). At other times these are so scant as to 
appear absent (Figure 4). Many follicular cysts 
are usually in evidence. Many of these are lined 
by varying layers of granulosa cells surrounded 
by several layers of hypertrophic theca cells 
(Figure 5). Some of the follicles, however, show 
loss of the granulosa cell layers and the wall of 
the follicle shows hyalinization (Figure 6). 
Evidence of an occasional old corpus luteum 
cyst or a corpus albicans may be present. Cor- 
pora atretica are frequent. 
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Etiology of the disorder—In 1942 Geist and 
Gaines’ drew attention to 2 cases of masculin- 
izing syndrome with enlarged ovaries. Histo- 
logically, the ovaries showed excessive perifol- 
licular proliferation, luteinization of the theca 
cells and diffusely scattered patches of luteinized 
cells within the ovarian parenchyma. The 
ovarian effects were suggestive of increased 
gonadotropic stimulation and were probably 
secondary. To them, these findings implied pri- 
mary dysfunction or hyperfunction of certain 
components of the anterior pituitary gland as 
the cause of this disorder. Culiner and Shippel® 
presented further evidence of a concurrent rela- 
tionship between theca cell hyperplasia in the 
ovary and masculinization. They observed 3 
patients with hirsutism, amenorrhea and _ster- 
ility with bilateral enlargement of the ovaries. 
An enlarged clitoris was present in each of their 
cases. In the series reported by Stein, the exter- 
nal genitalia in most patients were normal, but 
in some the labia minora and clitoris were mark- 
edly hypertrophied. 

In the presence of such virilizing signs as en- 
largement of the clitoris or voice changes, one 
should show utmost caution in entertaining a 
diagnosis of large, pale ovaries. Extensive studies 
are warranted to rule out early Cushing’s dis- 
ease, the adrenogenital syndrome or arrheno- 
blastoma. 

Meaker‘ believed as Zondek does that the 
fundamental cause of microcystic disease of the 
ovary is probably a phase of hypergonado- 
tropism. Under normal conditions large num- 
bers of primordial follicles start to mature but 
never complete the process. Under the influence 
of excessive pituitary stimulation, however, 
numerous follicles are stimulated. At some point 
along the way, the ova die, whereupon the 
follicles regress and ultimately become insignifi- 
cant corpora atretica. Greenblatt, Pund and Tor- 
pin produced changes in the human ovary not 
unlike those seen in this syndrome by the ad- 
ministration of large doses of gonadotropins.*:® 
Aside from follicular stimulation, marked theca 
cell hypertrophy with luteinization and indis- 
tinct activation of patches of theca-like cells in 
the ovarian stroma were consistently obtained.’® 

Ingersoll and McDermott"’ were impressed 
with the variety of menstrual disorders that oc- 
cur with this syndrome. In 13 of their 21. cases 
there was either amenorrhea or oligomenorrhea, 
while in 8 patients there was excessive uterine 
bleeding. In 4 of these 8 patients the menor- 
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rhagia occurred after many months of amenor- 
rhea. These authors felt that the etiology of the 
disorder was obscure but suggested two likely 
possibilities: (1) congenital fibrosis and thicken- 
ing of the ovarian capsule produce a mechanical 
barrier to ovulation resulting in polycystic 
changes; (2) primary hormonal imbalance, pos- 
sibly in the secretion of luteinizing hormone by 
the pituitary, produces secondary changes in the 
ovary. 


AUTHOR'S SERIES 


Re several years the author has been aware 
of this syndrome and has accepted it as an 
entity. In the past year, however, a more thor- 
ough study from the endocrinologic point of 
view was undertaken in 10 patients. The follow- 
ing findings in this small series appear to be 
significant: 

1. The patients were quite feminine in atti- 
tude and aptitude. In all, the body habitus was 
definitely feminine and all had unusually well 
developed breasts (Figure 7). 

2. Hirsutism in varying degree from moder- 
ate to excessive was present in all cases of this 
series. Other evidence of masculinization, how- 
ever, was not to be found—such as enlargement 
of the clitoris or voice changes. 

3. Menstrual disorders such as amenorrhea or 
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menorrhagia following periods of amenorrhea 
were noted in each case. 

4. The vaginal cytology usually revealed either 
estrogenic, progestogenic or androgenic smears."” 
Endometrial biopsies revealed either a persistent 
estrogenic endometrium or a cystic glandular 
hyperplasia. In only one case of this series was 
a progestinal endometrium obtained and this 
patient at laparotomy had a current corpus 
luteum following a period of several months of 
amenorrhea. 

5. At laparotomy all showed the characteris- 
tically large, pale ovaries and histologically all 
showed abiotrophy of the ovaries,'* and in only 
one was evidence of a recent corpus luteum 
found. 

6. Urinary 17-ketosteroid values were normal 
in 7, moderately elevated in 3. Urinary 11-oxy- 
corticoid values were normal or low in the 7 
patients in whom the test was performed. The 
urinary gonadotropins were elevated in 4 and 
normal in 2 others. Attempts to prove the pres- 
ence of excess luteinizing hormone with the 
methods available were made in 3 patients. In 2, 
positive values were obtained. 

7. Evidence of the syndrome manifested _it- 
self early in adolescence in many of our cases 
but became well defined between the second 
and third decades of life. The ages in our series 
ranged from 13 to 32 years. 

8. The desire for conception was strikingly 
singular in the 6 married patients in this group, 
all of whom complained of sterility. 


TREATMENT 


_— resection of the ovaries is, in 
a great number of instances, accompanied 
by resumption of cyclic ovulatory menstruation. 
In Stein’s series intertility was overcome in 73.8 
per cent of the cases following this operation. 
Hirsutism, however, which was present in over 
60 per cent of their patients, was not usually 
affected favorably. In a few patients excess hairy 
development disappeared to a remarkable de- 
gree. Meaker* operated on 65 patients with this 
syndrome because of sterility and menstrual dis- 
orders. Sixty-six per cent of infertile women con- 
ceived and 77 per cent of the menstrual disorders 
were relieved. 


THE ADRENOGENITAL SYNDROME 


The adrenogenital syndrome in the broadest 
sense of the term comprises all the conditions 





in which abnormal changes in the sexual and 
metabolic sphere are referable to organic or func- 
tional disturbances in the adrenal cortex. In this 
paper, however, adrenogenitalism is employed 
in the narrower sense and refers to true mas- 
culinization of the female due to hyperactivity 
of the corticosexual group of adrenal hormones. 
This syndrome is closely simulated by masculin- 
izing tumors of the ovary. 

Symptomatology—The signs and symptoms 
of the adrenogenital syndrome will depend on 
the time of development of the adrenal disorder 
(Figure 8). When the lesion occurs in prenatal 
life the picture is usually that of pseudoher- 
maphrodism. In such instances the clitoris en- 
larges so as to resemble an hypospadiac penis. 
The vagina is absent or rudimentary (Figure 9). 
Physical configuration, hair distribution and psy- 
che are masculine. The internal genitalia, uterus, 
tubes and ovaries remain infantile. If the on- 
set occurs later in puberal life the masculiniza- 
tion is usually less complete. Precocious puberty 
with enlargement of the clitoris and labia ma- 
jora, appearance of pubic hair and_ hirsutism 
may occur. Sometimes breast growth and men- 
struation may be found. The powerful muscu- 
lar development seen in male precocity, the 
“infant Hercules,” is not seen in the female 
though minor degrees may be observed.'* ** 

When the syndrome becomes established in 
adult women after puberty hirsutism, amenor- 
rhea, lowering of pitch of voice and/or enlarge- 
ment of the clitoris and, at times, increased 
muscular strength, set in (Figure 12). When 
all these signs and symptoms are present true 
virilism is said to exist. 

Diagnosis—The adrenogenital syndrome is in 
many ways the exact antithesis of Cushing’s 
syndrome. In this syndrome (adrenogenitalism) 
the excess corticoids conserve protein instead of 
converting protein into sugar. Sugar metabolism 
is usually not disturbed. Obesity is not the rule. 
Hypertension is usually absent. The diagnosis is 
confirmed by normal glucose and insulin toler- 
ance tests. Urinary assays of 17-ketosteroids 
range from 40 to 150 mg. per 24-hour specimen 
but may reach 1000 or more milligrams.’® The 
11-oxycorticoids are usually normal. Urinary 
excretion of beta-ketosteroids such as dehydro- 
isoandrosterone is usually markedly elevated in 
patients with adrenal cortical tumors but not 
with adrenal hyperplasia.*° Retrograde or in- 
travenous pyelograms are helpful (Figure 13). 
The presence of an adrenal tumor may be sus- 




















Figure 1. Note the bilaterally elongated, en- 
larged pale ovaries. 

FIGURE 2. Photomicrograph of transected sec- 
tion of ovary. Note the numerous small cystic 
areas occupying the cortex. 

FIGURE 3. Note the thickened zone of fibrosis 
in the cortex extending to the surface making 
for a thick capsule with scattering of pri- 
mordial follicles. 

FIGURE 4. At other times primordial follicles 
are so few as to appear absent. 

FIGURE 5. Note hyperplasia of theca cells sur- 
rounding follicle lined by several layers of 
granulosa cells. 


FIGURE 6. Note early hyalinization of walls of 
atretic follicles. 


FicuRE 7. Note the hypertrichosis of chin and 
breasts in association with well developed 
breasts. 








FiguRE 8. Adrenogenital 
syndrome. Note the mas- 
culine distribution of sex- 
ual hair, the male body 
habitus, the cephalic alo- 
pecia. The patient’s apti- 
tudes and attitudes were 
those of a male. 


FIGURE 9. Note thie rudi- 
mentary vagina and the 
hypospadiac penis of pa- 
tient shown in Figure 8. 
Laparotomy revealed pres- 
ence of ovaries. 





FIGURE 10. Conversion of 
female pseudohermaphro- 
dite shown in Figures 8 
and g into a male by clos- 
ure of vagina and plastic 
reconstruction of penis. 


FIGURE 11. Happy ending. 
Pseudohermaphroditic fe- 
male converted to status 
of happily adjusted male. 























FIGURE 12. Adrenogenital syndrome in adult female aged 4o. Note hypertrichosis, masculine body build, atrophic 
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breasts. The clitoris was moderately enlarged. Urinary 17-ketosteroids were 1257 mg. per 24-hour specimen. 


FIGURE 13. Note displacement of right adrenal by large adrenal tumor (intravenous pyelogram). 


FicuURE 14. Adrenal tumor removed from patient shown in Figure 12. 


FIGURE 15. Eight months after removal of tumor. Contrast with Figure 12. Note the breast development, restora- 
tion of female bodily build, decrease in bodily hair. There was return of cyclic menstruation with ovulation. 
Urinary 17-ketosteroids studied at monthly intervals have remained at normal levels for the past eight months, 
averaging between 8.8 and 14.8 mg. per 24-hour specimen. 


pected if there is distortion of the calyces and 
rotation and displacement of the kidney. If, on 
pelvic examination, a solid ovarian tumor is 
palpable, one should suspect that the symptoms 
of adrenogenitalism are not due to adrenal path- 
ology but to an arrhenoblastoma or so-called 
hypernephroma of the ovary. 

Therapy—The therapy of choice where an 
adrenal tumor is found is surgical removal (Fig- 


ure 14). In females, when unilateral tumors are 
removed, many of the signs and symptoms 
gradually disappear and restitution of gynecic 
function may be expected (Figure 15). Where 
adrenal hyperplasia exists one may resort to bi- 
section of each adrenal gland. The results, how- 
ever, have not been encouraging. Removal of 
one whole adrenal gland and part of the other 
is more radical but has proved in some hands a 
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worthwhile though most formidable undertak- 
ing.”* In congenital adrenal hyperplasia associ- 
ated with hermaphrodism it is preferable to 
convert the patient into the sex for which the 
patient is best suited psychologically and emo- 
tionally (Figures 10 and 11). 


CUSHING’S DISEASE AND SYNDROME 


iy Cushing’s disease as in Cushing’s syndrome, 
the main physiologic disturbance is one of 
hypergluconeogenesis. The fundamental disor- 
der is in the adrenal in both, but in the former 
it is intrinsic while in the latter it is secondary 
to excessive pituitary stimulation of the adrenal. 
The overproduction of corticometabolic hor- 
mones results in disturbances of carbohydrate, 
fat and protein metabolism. A negative nitrogen 
balance is present and there is excessive storage 
of fats. Excessive protein loss is due to hyper- 
gluconeogenesis which results from the over- 
production of the  17-hydroxycorticosterone 
group of hormones.** Cushing’s disease is pri- 
marily a metabolic disorder, while adreno- 
genitalism is primarily a disturbance in the 
sexual sphere. In Cushing’s syndrome, signs and 
symptoms simulate those of Cushing’s disease. 

Symptomatology—T he cardinal features found 
in Cushing’s disease are obesity, hypertension, 
atrophy of the skin, depression of gonadal func- 
tion, decreased sugar tolerance, erythrocytosis, 
osteoporosis, fatigability and weakness. Other 
complications frequently observed are cardiac 
decompensation, chronic nephritis and nephro- 
lithiasis. The obesity usually encountered is that 
of the buffalo type, i.e., confined to face and 
trunk and sparing the extremities (Figure 16). 
The abdomen may protrude giving the appear- 
ance of girdle obesity. This apparent girdle 
obesity results more from the relaxation of the 
abdominal wall than from the actual deposition 
of fat. However, generalized obesity may be en- 
countered. The blood pressure is usually very 
high but may be of the fluctuant type. Hyper- 
trichosis of the face and chest and masculine 
distribution of pubic hair are conspicuous fea- 
tures. Manifestations of atrophy of the skin are 
common findings. The plethoric appearance in 
most of these patients is thought to be due to 
the transparency of the skin. The purplish striae 
and purpuric spots result from poor skin matrix 
(Figure 17). The skin manifestations are part 
of a widespread tissue atrophy due to protein 
deprivation. 





As the disease progresses, gonadal regression 
sets in. Regressive ovarian function is reflected 
in amenorrhea, atrophic endometrial changes 
and in castrate vaginal smears. Libido is dimin- 
ished or absent. Osteoporosis, particularly of the 
vertebrae, has been reported in many cases. Col- 
lapsed vertebrae, kyphosis and lumbar pain are 
common features. The decalcification is not pri- 
marily a calcium disorder but the result of a 
lack of bone matrix. The moderately rapid loss 
of calcium not infrequently results in nephro- 
lithic calcium deposits. Fatigability, asthenia 
and marked weakness are features of the disease 
due to decreased muscle mass and _ negative 
nitrogen balance.** Hyperglycemia and_ glyco- 
suria are frequently found. In many the fast- 
ing blood sugar is normal but when a glucose 
tolerance test is performed a decreased sugar 
tolerance curve is obtained. On performing the 
insulin tolerance test, hypoglycemia does not 
result after intravenous injection of insulin. 


Diagnosis—The hirsutism is usually not at- 
tended by other signs of true virilism such as 
enlargement of the clitoris or voice changes. 
However, in some instances there is a tremen- 
dous overlapping of the adrenogenital and Cush- 
ing’s syndromes so that the patient is both 
virilized and has all the signs and symptoms of 
the metabolic disorders common to Cushing’s 
disease. In the pure cases, however, the signs 
and symptoms that aid in the differentiation of 
Cushing’s syndrome, adrenogenitalism and the 
syndrome of large, pale ovaries are that in the 
first there is muscular weakness and _pseudo- 
masculinization and in the second there is in- 
creased strength and true virilism, and in the 
third there is hirsutism with marked femininity. 
The 17-ketosteroids in Cushing’s disease may 
be normal or slightly increased.** Assays of 11- 
oxycorticoids are significant, being markedly 
elevated in Cushing’s disease. On performance 
of the Thorn (ACTH) test®’ the circulating 
eosinophil count is of utmost value. In Cush- 
ing’s disease or syndrome the fasting eosinophil 
count is usually below 100. If the count is much 
above this number, then the disorder is probably 
not Cushing’s disease. 

Treatment—Surgery is indicated when a 
markedly enlarged adrenal gland or adenoma 
is found on perirenal insufflation or by roent- 
genographic studies. Roentgen therapy to the 
pituitary gland has been followed by commend- 
able improvement or temporary remission in 
some patients and should be undertaken par- 














FIGURE 17. Note striae 
were purplish in color. 


which 


FIGURE 16. Cushing’s disease in 
23-year-old female. Note typical 
plethoric moon face and obesity 
confined to shoulders and neck 
sparing the extremities. This pa- 
tient was only mildly hirsute. 
She had hypertension (200/110), 
decreased carbohydrate toler- 
ance, resistance to insulin, mild 
osteoporosis of vertebrae. Uri- 
nary 17-ketosteroids averaged 
49 mg. per 24 hours and I I-OXy- 
corticoids 3.6 mg. per 24 hours 
(normal range 0.2 to 0.5 mg. 
per 24 hours). 
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ticularly in those rare instances when the roent- 
genograms reveal an enlarged sella turcica. 

Endocrine therapy—Estrogen therapy design- 
ed to depress pituitary activity has not been 
very successful. Progesterone has been used with 
some improvement. Androgens have given most 
beneficial results. It may seem rather para- 
doxical to administer androgens to a woman 
already hirsute but the symptoms of the disease 
are due to protein lack and testosterone has 
nitrogen-sparing properties. Testosterone pro- 
pionate may be administered in doses of 25 mg. 
twice weekly or testosterone pellets may be im- 
planted every four to six months. 


IDIOPATHIC HIRSUTISM 


Hirsutism in those cases where no endocrine 


or metabolic disturbance is found is for the 
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present classified as “idiopathic hirsutism.” It 


is 


felt that this is due to the patient’s hair fol- 


licle sensitivity to intrinsic androgens. Ovulatory 
menstrual periods usually occur with regularity 
and sterility is not a problem. In occasional cases 
functional amenorrhea may be present. Hor- 
monal assays are usually within the limits of 
normal. The therapy of this condition is experi- 
mental and for the present electrolysis is recom- 
mended for facial hirsutism and the use of a 
depilatory for excess hair growth on the body 
and extremities. The use of a fine pumice stone 


is 


also said to be of value as it breaks.the hair 


off at the level of the skin. The use of an alco- 
holic solution of estrogens topically appears to 
retard the rate of hair growth somewhat.”® 


as 
se 


The alcoholic solution of estrogen used in this study was supplied 
ESTINYL SOLUTION,® and the testosterone propionate as orETON,® by 
hering Corporation through the courtesy of Dr. Edward Henderson. 
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Pathologic Physiology of Mitral Stenosis 


RICHARD V. EBERT* 


UNIVERSITY OF MINNESOTA MEDICAL SCHOOL, MINNEAPOLIS 


Interest in mitral stenosis has been aroused by recent attempts at surgical 
correction of the lesion. Such attempts can be better evaluated if the pathologic 
physiology of mitral stenosis is understood. A characteristic case 1s presented to- 
gether with a discussion of diagnostic criteria and treatment. 


HE patient I will discuss is a 4o year old 

man with mitral stenosis. This patient was 

well until the age of 10 when he developed 
aching pains in his legs, which probably repre- 
sented an attack of rheumatic fever, although 
we cannot be sure. After this he was again 
asymptomatic until January, 1944, when he was 
in the Navy. At this time he developed mild 
exertional dyspnea. He was examined and found 
to have a heart murmur and was discharged 
from the Navy. 

He was first admitted to the hospital in 
November, 1944, with a history of severe hemop 
tysis a week prior to admission. Examination 
at that time revealed the typical murmur of 
mitral stenosis, but there was no evidence of 
congestive heart failure and the heart was not 
enlarged either to physical examination or by 
roentgenographic examination. The electrocar- 
diogram showed no evidence of right axis devi- 
ation. 

After leaving the hospital he was able to 
work for a year, but following this he had in- 
creasing dyspnea and finally was unable to 
maintain his vocation. 

In March, 1946, he had a severe hemoptysis 
and was again readmitted to the hospital. At 
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that time a right pleural effusion was found, 
and rales were found at the bases of both lungs. 
There was no enlargement of the liver and no 
edema. The heart was now enlarged and show- 
ed the same murmur, and the x-ray showed a 
typical mitral contour of the heart. The electro- 
cardiogram revealed a right strain pattern. 

The patient was then again discharged. He 
continued to be dyspneic and was readmitted 
in March, 1947, because of severe hemoptysis. 
At this time there was no evidence of right heart 
failure, and the remainder of the findings were 
essentially the same. 

In January, 1948, he developed severe dysp- 
nea, orthopnea and hemoptysis, and was again 
readmitted to the hospital. Examination this 
time showed a small right pleural effusion. The 
liver was slightly enlarged, but there was no 
edema and the cardiac findings were essentially 
as before. 

Following discharge he continued to be dysp- 
neic on slight exertion and to have frequent 
hemoptyses. He was placed on digitalis and a 
low salt diet. 

He was readmitted again in April, 1949, be- 
cause of dyspnea and hemoptysis. The findings 
at that time were essentially unchanged, but 
while in the hospital he developed a thrombo- 
phlebitis which required bilateral ligation of the 
superficial femoral veins. 

His final admission was in August, 1950, be- 





Postgraduate Medicine 





M 1 























FIGURE 


1. Phonocardiogram (top), showing first and second heart sounds and murmur. The murmur is most 


marked immediately before the first heart sound, the so-called presystolic murmur. (Bottom) Tracing of patient 
showing auricular fibrillation, mitral stenosis and typical mid-diastolic murmur. 


cause of recurrent hemoptyses and pain in the 
left anterior chest. At this time there was mod- 
erate distention of the neck veins, rales in both 
lower lungs, and a pleural pericardial friction 
rub. There was no enlargement of the liver and 
no edema. The patient was thought possibly 
to have a pulmonary or splenic infarct, although 
an absolute diagnosis could not be made. 

In January, 1948, while in the hospital he had 
cardiac catheterization studies, and at that time 
‘his pulmonary artery pressure was 68/31 mm. of 
mercury, which is approximately three times the 
normal value. His right auricular pressure was 
normal. 

On examination of the heart of this particu- 
lar patient, palpation revealed the apex impulse 
to be about 4 cm. outside the midclavicular line 
in the fifth midinterspace. There was a thrust 
over the pulmonary artery. Percussion revealed 
moderate enlargement with a bulge in the third 
interspace. Auscultation revealed a typical pre- 
systolic murmur at the apex, the typical mur- 
mur of mitral stenosis, and there was a marked- 
ly accentuated pulmonic second sound. 

Figure 1 is a phonocardiogram. The top one 
is the phonocardiogram of the patient I am pre- 
senting today. As I mentioned before, he show- 
ed a typical presystolic murmur. You notice that 
the murmur is most marked immediately before 


the first heart sound, the so-called presystolic 
murmur. However, if one examines the tracing 
fairly carefully, one finds that there are a few 
vibrations early in diastole, so really it is a com- 
bination of a mid-diastolic and presystolic mur- 
mur and this is usually the case if the phono- 
cardiogram is carefully studied. 

You also notice there is absolutely no murmur 
in systole, so here we have a pure mitral dia- 
stolic murmur without any systolic murmur 
whatsoever. This would presumably be indica- 
tive of pure mitral stenosis. 


Fo comparison I have included the tracing 
of a patient with auricular fibrillation, mitral 
stenosis, and a typical mid-diastolic murmur. 
You all remember that when auricular fibrilla- 
tion ensues the murmur is no longer presystolic 
in character because the auricle no longer is ef- 
fective in pushing blood through the mitral 
valve, and we usually have a mid-diastolic mur- 
mur instead of a presystolic murmur. This is a 
very beautiful example of that. 

This is called a mid-diastolic murmur, but as 
I mentioned, it actually occurs rather early in 
diastole. However, the characteristic feature is 
that there is a pause between the second heart 
sound and the onset of the murmur. The silent 
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FIGURE 2. Posteroanterior roentgenogram, showing typi- 
cal mitral contour of the heart. There is a prominent 
bulge in the region of the pulmonary artery and the 
left border is straight. 


period between the second heart sound and the 
onset of the murmur represents the isometric 
period of diastole when there is no flow of 
blood from the auricle to the ventricle. 

You also notice the accentuation of the sound 
at the very beginning of the murmur—actually 
it forms a real sound here—and that sound is 
sometimes called the opening snap of the mitral 
valve. 

Figure 2 is the roentgenogram of the patient 
I am presenting, the posteroanterior view of the 
chest, and you notice the typical mitral contour 
of the heart. The heart tends to be somewhat 
round in contour; it is not at all like the boot- 
shaped contour of left ventricular enlargement. 
There is a prominent bulge in the region of the 
pulmonary artery and the left border is straight. 

The lungs reveal some increase in markings, 
and if you look at the roentgenogram you see 
some little tiny nodular densities out in the 
periphery of the lung field consequer: to the 
chronic passive congestion. 

A right anterior oblique view of the same pa- 
tient is shown in Figure 3. You will notice the 
typical displacement of the esophagus by the 
left auricle. Also you will notice the bulging 
in this area, which represents enlargement or 
dilatation of the pulmonary conus. 


FIGURE 3. A right anterior oblique view of the same 
patient shown in Figure 2. There is typical displace- 
ment of the esophagus by the left auricle, and bulging 
in the conus area, which represents enlargement or 
dilatation of the pulmonary conus. 


Figure 4 is the electrocardiogram of the pa- 
tient I presented and shows a typical example 
of so-called right strain pattern. Limb leads I, 
II and III are the standard leads that we al- 
ways use. V-1, V-2, V-3, V-4, V-5 and V4 are 
unipolar precordial leads, the V-1, of course, 
being to the right of the sternum, V-4 in the 
region of the fifth interspace midclavicular line, 
and V-2 and V-3 in between. 

There are typical findings of right axis devia- 
tion, a deep S-wave in lead I and a high R-wave 
in lead III. In addition, another characteristic 
feature in the limb leads of right strain pattern 
is the inverted T-waves in leads II and III and 
the depression of the ST segments in these par- 
ticular leads. That does not imply any coronary 
disease but merely right heart hypertrophy, as 
does the remainder of the pattern. 

In the precordial leads we find the classic pat- 
tern. The R-wave in V-1 is approximately the 
same height as the R-wave in V-4, V-5 and V4. 
The T-wave is inverted in V-1 and upright in 
the remainder of the leads; also, there is some 
delay of the peak of the R-wave in V-1, so that 
we have the characteristic findings of a right 
strain pattern, both in the limb leads and in 
the precordial leads. 
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FIGURE 4. Electrocardi- 
ogram of the same pa- 
tient, showing a typi- 








I presented this patient today because he 
shows the classic history, physical findings, 
roentgenographic findings, and_ electrocardio- 
graphic findings of a patient with severe mitral 
stenosis. You will note that the patient was in- 
capacitated by dyspnea and hemoptysis over a 
period of many years, six years to be exact. 
This is rather characteristic of mitral stenosis. 
It leads to long-term incapacitation of the pa- 
tient as contrasted to left ventricular failure, 
which usually runs a more rapid course. Pa- 
tients with mitral stenosis may be chronic in- 
valids for many, many years. 

The other classic feature is the recurrent 
hemoptysis which is so characteristic of this 
particular disease. 

I thought you might be interested in hearing 
a discussion of mitral stenosis today because of 
the interest that has been aroused in this par- 
ticular subject by recent attempts at surgical 
correction of the lesion, and I thought perhaps 
you could better evaluate the attempts that are 
being made if you understood something of the 





cal example of right 
strain pattern. 


pathologic physiology of mitral stenosis. I am 
going to attempt to give you my opinion on 
that particular subject. 


RY; of course, we have to consider the 
pathology of mitral stenosis. For example, 
in a picture of the mitral valve taken from the 
open left atrium looking down on the mitral 
valve, the mitral valve is so tremendously nar- 
rowed that it is a little difficult to make out. 
The left atrium is somewhat dilated, and down 
at the base of the left atrium there is a very 
narrowed valve—that is all there is to the open- 
ing, just a slit. 

In a case of this type it is perfectly easy to 
understand how there is tremendous difficulty 
in blood flow through the valve. The tremen- 
dous narrowing that is present markedly inter- 
feres with flow through the valve. All patients 
with mitral stenosis do not have as simple a 
situation as this. Some of the patients will have 
a combination of mitral stenosis and insufh- 
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ciency, and the valve, while narrowed, will ad- 
mit, say, one finger. The chorda tendineae are 
shortened and we have physiologically a com- 
bination of mitral stenosis and regurgitation, 
which may produce as deleterious effects on the 
patient as pure mitral stenosis alone. I do not 
want to leave you with the impression that all 
patients with mitral disease have a valve which 
looks like this at the time of death. Some do 
not. This is tremendously important when con- 
sidering these patients for mitral valve surgery. 

What effect does this narrowing of the mitral 
orifice have on the circulation? In the first 
place, it produces the characteristic murmur, 
and apparently the murmur can occur before 
any hemodynamic effects are detectable; in 
other words, one may hear the characteristic 
murmur of mitral stenosis before one has any 
symptoms on the part of the patient, before any 
alteration in pulmonary function occurs, such 
as reduction in vital capacity, and before any 
changes in the pressures in the pulmonary sys- 
tem occur. 

If the stenosis becomes more severe, certain 
changes occur in the pulmonary circulation, and 
probably the first change is a rise in left auricu- 
lar pressure. We are unable to measure this 
directly at the moment, but we arrive at this by 
deduction. There is usually associated with this 
some decrease in the cardiac output, that is, in 
the amount of blood that is being pumped by 
the heart. 


TABLE 1 


RESULTs OF STENOSIS OF THE MITRAL VALVE 


1. Production of a characteristic murmur 


tv 


. When stenosis is severe there is a rise in left 
auricular pressure with usually a decrease in car- 
diac output 

Formula for flow 
through narrow orifice 


Q=AV 2gh 


3. Effect of mitral regurgitation 





The rather complicated formula in Table 1 is 
not intended to impress you but to give you an 
idea of some of the factors that control flow 
through a narrowed valve of this kind. This is 
Toricelli’s law. Q would be the amount of blood 
going through the valve, A would be the area of 
the valve, h the venous pressure in the left 
auricle, and g represents gravity. This formula 
does not become operable until the valve be- 


comes extremely narrowed, and then as the 
area narrows further either the quantity of 
blood passing through the valve must decrease, 
as you can see, or the pressure must increase. 
The pressure has to increase as the square to 
increase the quantity, which makes a very dif- 
ficult situation. So we have these three factors 
involved: (1) the flow through the valve, (2) 
the area of the valve, and (3) the pressure 
forcing the blood through the valve. 

This would be complicated enough, but in 
addition, in most cases of mitral disease, we 
have an associated mitral regurgitation of a 
variable degree which adds confusion to the 
issue because, of course, the blood that re- 
gurgitates through the valve during systole has 
to flow back through the valve during diastole, 
so it accentuates the functional effect of the 
stenosis. 


TABLE 2 


Errect of CuHronic PuLMoNARY VENOUS HYPERTENSION 


| 1. Dilatation of left auricle | 

| (a) auricular fibrillation | 
(b) thrombus formation 

| 2. Chronic passive congestion of the lungs 

(a) exertional dyspnea 

| (b) cough 

| (c) hemoptysis 


3. Pulmonary arterial hypertension 


[' is our feeling that the elevated venous pres 
sure in the left auricle is the factor causing 
the harm to these particular patients (Table 2). 
Before they have this they probably behave as 
relatively normal people, but this elevated pres- 
sure causes a number of effects, particularly on 
the left auricle and on the pulmonary circula- 
tion, which cause the patient’s symptoms. 

We are all familiar with the dilatation of the 
left auricle in mitral disease, and in part, at 
least, this is related to the elevated pressure in 
the left auricle, although there probably are 
other factors involved. For instance, occasional 
patients with severe mitral stenosis will have 
relatively little dilatation of the left auricle; 
others will have enormous dilatation. Particu- 
larly in patients with marked mitral regurgita- 
tion the dilatation of the left auricle may be im- 
mense, so that there is no real direct correlation 
between the severity of the mitral stenosis and 
the size of the left auricle, although in general 
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FIGURE 5. Pressure readings from patients with mitral disease. 
From: Borpen, Esert, Witson and Wetts: Pulmonary hypertension in heart disease. New England J. Med. 242:529-534 (April 6) 1950. 


most patients with symptomatic mitral disease 
will have some dilatation of the left auricle. 

This dilatation of the left auricle produces— 
or tends to predispose to—auricular fibrillation. 
The onset of auricular fibrillation in itself ac- 
centuates the difficulty with regard to blood 
flowing through the valve. If the patient fibril- 
lates rapidly, the diastolic period shortens so 
there is less time for the blood to flow through 
the valve; hence when we have the onset of 
auricular fibrillation in the patient with mitral 
stenosis, there is usually marked accentuation 
of the patient’s symptoms, and slowing of the 
fibrillation with digitalis or conversion to nor- 
mal rhythm with quinidine will usually cause a 
marked improvement in the patient’s symptoms. 
Not only that, but dilatation of the left auricle 
and oftentimes superimposed auricular fibrilla- 
tion predispose to thrombus formation in the 
left auricle. This thrombus formation may oc- 
cur in the auricular appendage alone or may 
actually occur in the atrium itself, and as you 
all know, the great danger of thrombus forma- 
tion is the breaking off of bits and pieces to 
form emboli. Many patients with mitral disease 
are incapacitated by these systemic emboli either 
to the brain, to one of the major arteries of the 
extremities, to the superior mesenteric artery, 
to the spleen or to the kidney. These form a 
very major feature of the symptomatology of 
certain patients with mitral disease, particularly 
if they have auricular fibrillation. 





In addition, the elevation in venous pressure 
produces congestive changes in the lungs and 
we have the characteristic symptoms of exer- 
tional dyspnea, cough, and hemoptysis. You will 
note that at this stage of the disease the symp- 
toms are really pulmonary in origin, so many 
of these patients are diagnosed as having pul- 
monary disease rather than heart disease. Be- 
cause of the hemoptysis and cough they may be 
diagnosed as having bronchiectasis or chronic 
bronchitis and the mitral disease may be missed 
completely. 

In a sense this is not true heart failure be- 
cause it is not myocardial failure; the myocar- 
dium is not failing at this point. It is actually 
a hemodynamic disturbance in the lung as a 
result of difficulty in flow through this narrow- 
ed valve. 


HE other condition that develops is severe 

hypertension in the pulmonary artery, and 
this particular feature is rather complex because 
the degree of hypertension developed in the 
pulmonary arteries seems to be disproportionate 
to what one might expect; the pressure in the 
pulmonary artery may approach that in the sys- 
temic circulation. You notice that in the case I 
showed today the pressure was 68/31 mm. of 
mercury, but in some patients the pressure may 
go as high as 100/60. We do not think that the 
rise in pressure in the pulmonary artery is due 
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simply to back pressure from elevated venous 
pressure in the left auricle. There is often a fac- 
tor of increased vascular resistance in the lung 
itself. 

Figure 5 is just a record of some pressure read- 
ings from patients with mitral disease and gives 
an idea of the degree of pulmonary arterial 
hypertension which exists. These patients are 
divided into class 1, without symptoms; class 2, 
symptoms on moderate exertion; class 3, symp- 
toms on slight exertion, and class 4, patients 
who have symptoms at rest. The normal pres- 
sure is about 20/10 mm. of mercury. The pa- 
tients in classes 1 and 2 have relatively slight 
pulmonary artery hypertension, whereas the pa- 
tients in classes 3 and 4 have fairly severe pul- 
monary arterial hypertension. 


o summarize it a little better, the normal 

figure for pressure in the pulmonary artery 
is 20/9 mm. of mercury; the value for classes 1 
and 2, those with rather mild symptoms, is 
30/16 mm. of mercury. The severe hypertension 
which tends to be present in the patients with 
dyspnea on slight exertion or dyspnea at rest, 
69/34 mm. of mercury, is almost three and a 
half times the normal pressure in the pulmonary 
arteries. You also note that the cardiac output 
or the amount of blood pumped by the heart 
tends to be lower in those patients with severe 
mitral stenosis. So that now, through cardiac 
catheterization, we have objective evidence that 
in patients with severe mitral disease there is a 
very marked increase in the pressure in the pul- 
monary arteries. 

What effect does this elevation in blood pres- 
sure in the pulmonary artery have on the cir- 
culation? It accounts for the accentuated pul- 
monic second sound which is so characteristic 
of mitral stenosis; it accounts for the Graham 
Steell murmur—that is, the early diastolic mur- 
mur resembling that of aortic insufficiency heard 
along the left sternal border which is due to pul- 
monary regurgitation. It produces dilatation of 
the pulmonary artery, it produces hypertrophy 
of the right ventricle, and eventually produces 
right heart failure. Actually, many of the mani- 
festations that we consider classic for tral 
stenosis are in reality manifestations of pul- 
monary hypertension, that is, the dilatation of 
the pulmonary artery, the marked hypertrophy 
of the right ventricle, and the right heart failure 
which eventually ensues (‘Table 3). 


TABLE 3 


Errect oF PuLMoNARY ARTERIAL HYPERTENSION 


. Accentuated pulmonic second sound and Graham 
Steeill murmur 


te 


. Dilatation of pulmonary artery 
3. Hypertrophy of right ventricle 


4. Right heart failure 


I want to say a word or two about treatment. 
It is apparent that in the earlier stages of 
mitral stenosis when the patient has the symp- 
toms of dyspnea, hemoptysis and cough, we are 
not dealing with myocardial failure as I men- 
tioned before, but with mechanical obstruction 
to the blood flow through the mitral valve. If 
the patient has a normal sinus rhythm it is ob- 
vious that digitalis is going to have relatively 
little effect, because the myocardium is not at 
fault in this particular stage of the disease. It 
is for this reason that surgeons are working con- 
stantly on methods of enlarging the orifice of 
the mitral valve by some surgical procedure. It 
seems logical, when seeing a valve such as I 
discussed earlier, to try to enlarge this opening 
so the blood can again flow through in a nor- 
mal manner, thus improving the hemodynamic 
changes in the lungs which produce these severe 
symptoms. 

One of the problems facing the surgeon under 
these circumstances is the fact that the patient 
may have mitral regurgitation to begin with or 
that the operation itself may cause mitral re- 
gurgitation. This is the problem which has 
caused surgery on the mitral valve to be delayed 
and is causing difficulty at the present time. 

From the medical standpoint there are things 
we can do for these patients if they develop 
auricular fibrillation. Digitalis is of the utmost 
importance because, as I mentioned before, the 
rapid rate shortens the period of diastole and 
interferes with the flow through the valve, and 
slowing the rate will improve the patient’s symp- 
tomatology. Not only that, but if the patient has 
only fibrillated for a short time, frequently we 
can convert him to a normal sinus rhythm tem- 
porarily with quinidine. So there are definite 
things we can do if these patients develop 
auricular fibrillation. 

Also, if they develop right heart failure we 
have the usual treatment for this particular dis- 
order: digitalis, low salt diet and diuretics. 

Finally, I would like to mention a word or 
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two about the treatment of embolic phenomena 
in mitral stenosis. This is of tremendous impor- 
tance to certain patients. Some patients may 
have relatively few symptoms from their disease 
and yet be cursed by repeated systemic emboli 
with hemiplegias, with loss of a leg due to oc- 
clusion of one of the major arteries to the ex- 
tremity or with recurrent attacks of pain due to 
splenic and renal infarcts. In these patients we 
can give help by the use of the modern types 


of anticoagulants, heparin and picumarot,® and 
indeed it may be indicated in some of these pa- 
tients to keep them permanently on dicumarol. 

Another advance that is being investigated 
surgically is the matter of ligation or removal 
of the auricular appendage of the left auricle, 
because here it is that most of these thrombi 
originate. I think this is still in the experimental 
stage, but we have some hope that it will offer 
relief for this type of patient. 


THE GOLDEN LEAF 


Anatomic Study by Pavel Tchelitchew 


(Reproduced, courtesy Durlacher Brothers) 
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Pathology in General Surgery* 


Postgraduate Medicine here presents the second part of a selection of color plates 
and descriptive text from the book, “Pathology in General Surgery.” The first group 
of reproductions was published in the May issue. Illustrations and text are reproduced 
with the permission of The University of Chicago Press. 


CARCINOMA OF THE LUNG 


PLaTE 163.—Carcinoma at the bifurcation of the left stem bronchus, causing obstruction of the upper 
lobe bronchus, with bronchiectasis, atelectasis, and abscess formation. For 1 year this fifty-three- 
year-old man had complained of cough, productive of blood-streaked sputum for 3 months. 


*Pathology in General Surgery. By Paul W. Schafer, M.D., Professor of Surgery and Chairman of the Department, 
University of Kansas School of Medicine. 581 pages, with 495 illustrations, 368 in color. 1950, The University of 
Chicago Press, Chicago. $17.50. 











CARCINOMA OF THE LUNG 


HE rapid development of intrathoracic surgery 

during the last 15 years has stimulated much 

interest in carcinoma of the lung. In the past 
few years several articles have appeared reporting 
an actual increase in the incidence of this disease, 
and this may be true. However, it seems more like- 
ly that this increase is more apparent than real and 
probably relates itself to a more active quest for the 
disease. In general, carcinoma of the lung is six 
times as common in males as in females, being 
nearly as common as carcinoma of the stomach in 
males. The condition is observed in the usual can- 
cer age groups, occurring most frequently in the 
sixth decade of life. Little is known of its etiology, 
though many possible factors have been considered. 
Most of these are presumed to cause a chronic 
irritation of the respiratory membranes, and they 
include atmospheric pollution by tobacco smoke, 
exhaust gases, coal-tar products, and relfted sub- 
stances, as well as the chronic inflammatory 
changes associated with lung abscess, tuberculosis, 
silicosis, bronchiectasis and chronic bronchitis. Lit- 
tle evidence exists to incriminate any of the above 
causative factors. 

Three-fourths of all lung carcinomas are located 
either in or adjacent to the stem bronchi, their 
presence usually being indicated by cough. The 
cough associated with lung carcinoma is in no way 
characteristic, and, since many persons in the usual 
age group for these tumors have a chronic cough, 
it is often not considered of significance either by 
the patient or by his physician. Usually the patient 
is aware that the cough is different from any 
which he has experienced before in that it is more 
persistent, paroxysmal, or may be productive of a 
blood-streaked, mucoid, or mucopurulent sputum. 

Carcinoma of the lung differs sharply from car- 
cinoma of other organs in that it commonly pro- 
duces pain relatively early in its course. The pain 
is not pleuritic in character but is rather a constant, 
dull, aching or burning distress situated deep in the 
chest. The patient is often able subjectively to lo- 
calize the area in which the tumor mass is subse- 
sequently demonstrated by roentgenographic ex- 
amination. Hemoptysis is a relatively late finding, 
and even then it is observed in less than half these 
patients. Usually it consists only of blood-streaking 
of the sputum, though occasionally gross bleeding 
occurs. As the tumor progressively enlarges and 
occludes one or more major bronchial divisions, 
dyspnea is likely to become a prominent symptom. 
As with other carcinomas, late in the course of the 
disease loss of weight and strength occurs. 

If not discovered until after they have produced 
symptoms, the peripheral carcinomas are prone to 
have invaded the visceral pleura with the develop- 
ment of a bloody pleural effusion in which tumor 


cells may be demonstrated. Such extensions are 
likely to produce pleuritic pain; and, if the tumor 
extends through an area of visceroparietal pleural 
symphysis, adjacent structures may be invaded. 
When a tumor of this type is located in the apex, 
involvement of the ribs, the brachial plexus, the 
axillary vessels, and the sympathetic trunk gives 
rise to the clinical syndrome described by Pancoast. 
This consists of pain in the shoulder, impairment 
of circulation to the upper extremity, and an ipso- 
lateral Horner’s syndrome. Many times the first 
symptoms of a peripherally located lung carcinoma 
are referable to remote metastases in the brain or 
skeleton. The appearance of a cervical lymph node 
metastasis may also direct attention to a silent 
primary carcinoma of the lung. 

The bronchial adenoma is not ordinarily classi- 
fied as a carcinoma, though almost all students of 
this disease recognize that this tumor directly in- 
vades the surrounding bronchial wall and lung 
parenchyma and gagtastasizes not only to regional 
hilar lymph nodes Et also to remote organs. Char- 
aseeiisticay it is observed with greatest frequency 
in the third and fourth decades and in about equal 
incidence in thé two sexes. It usually causes cough 
and hemoptysis. Often it is subjected to broncho- 
scopic fulguration, following which it almost in- 
variably recurs. If not resected, this tumor progres- 
sively enlarges within the stem bronchus and even- 
tually causes obstruction of the lung with secondary 
atelectasis and infection. Often after many years the 
tumor extends upward to involve the carina and to 
obstruct the opposite stem bronchus. Thus, late in 
its course, increasing dyspnea develops, the patient 
often succumbing during a bout of asphyxia. In 
all probability the bronchial adenoma should be 
regarded as a carcinoma of slow rate of growth 
with a tendency for the late development of 
metastases. 

Grossly the typical hilar carcinoma of the lung 
consists of a hard, irregular mass varying from a 
few to many centimeters in diameter, involving a 
considerable portion of the wall of either the stem 
bronchus or one of its primary branches, and ex- 
tending for a variable distance into surrounding 
lung parenchyma. The tumor presents a relatively 
homogenous, whitish-gray cut surface without 
sharp demarcation from the adjacent lung. The 
nodular endobronchial surface of the tumor is in- 
variably ulcerated. Bronchial obstruction, due 


either to circumferential narrowing of the lumen 
or to polypoid projection of the tumor into the air- 
way, results in atelectasis of a lobe or of the entire 
lung, depending on the location of the obstruction. 
Secondary inflammatory changes in the obstructed 
lung include bronchietasis, lung abscess, and pneu- 
monitis. 
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REGIONAL ENTERITIS 





PLATE 328.—Segment of ileum involved by regional enteritis, resected from a thirty-seven-year-old 
man, who for 1 year had been chronically ill with intra-abdominal abscesses and fistulas of the 
abdominal wall. A communication between the terminal ileum and sigmoid was found at operation. 
Prompt recovery followed resection of all diseased areas of the bowel. 


PANCREATIC Fat NEcROSIS 





PLATE 421.—Extensive irregular areas of opacity, seen on examination of the cut surface of the 
pancreas. This change results from the saponification of fatty acids liberated from normal neutral fat 
by the action of pancreatic lipase, which escapes into the tissues during pancreatitis, 








REGIONAL ENTERITIS 


ologic and clinical entity by Crohn, Ginz- 

burg and Oppenheimer in 1932. Previous to 
this time this condition was usually classified under 
the general title of “benign granuloma,” a group 
which includes several inflammatory diseases not 
known to be due to infection by a specific organ- 
ism. Undoubtedly many cases were felt to be tuber- 
culous or neoplastic in origin because of the close 
clinical and gross pathologic similarity of regional 
ileitis to these conditions. 

This disease is characterized by a destructive, 
scarring inflammation which involves the wall of 
the small intestine, its mesentery and regional 
lymph nodes. As originally described, this process 
was thought to involve only the terminal few 
inches of the ileum; ‘yet, as more cases have been 
studied, it has become apparent that the disease 
may affect long segments of the ileum in direct 
continuity and may be found in separate multiple 
foci throughout the ileum and jejunum, the bowel 
intervening between areas of involvement remain- 
ing completely normal. In addition it is now 
known that the disease may spread across the ileo- 
cecal valve to involve the cecum, appendix and 
extensive areas of the colon. Its clinical manifesta- 
tions and gross and microscopic pathology are well 
documented; some variance of opinion exists as to 
its best method of treatment; and practically noth- 
ing is known of its etiology. 

This is the most common severe chronic inflam- 
matory disease of the jejunum and ileum of people 
residing in this country. Some idea of its frequency 
can be obtained from the fact that, within less than 
7 years after its original description, the medical 
literature contained reports of 600 patients with 
this disease who had been subjected to operation. 
In 1945 Crohn reported on his personal study of 
164 cases. In this hemisphere climate seems to be a 
factor of importance, since the disease is uncom- 
mon in the states and countries bordering the Gulf 
of Mexico and the Caribbean Sea. Negroes seem 
to be affected less ficquently than are whites yet 
this may not be of fundamental importance. The 
sexes are represented about equally in most re- 
ports. Though the disease has been encountered in 
almost all age groups, the average age of onset of 
symptoms is between 25 and 30 years. 

In general the clinical course is not unlike that 
of chronic nonspecific ulcerative colitis; indeed, 
in many respects these two diseases are alike. 
Diarrhea, fever, lower abdominal distress, loss of 
weight, and anemia are the prominent clinical fea- 
tures. Of these the most constant is diarrhea, the 
patient usually having two to five stools a day. 
However, in late stages of the disease when 
stenosis becomes marked, constipation or frank 
intestinal obstruction is not an uncommon com- 
plication. The stool is usually semisolid or mushy 
in character with considerable mucus and _ blood- 


Rocce enteritis was first described as a path- 


streaking. Not infrequently fistulas and abscesses 
form in the perianal region, although this com- 
plication is more often seen in chronic nonspecific 
ulcerative colitis than in regional enteritis. Nausea 
and vomiting are encountered only at times of acute 
exacerbation or late in the stenotic phase of the 
disease, at which time they are associated with 
cramping lower abdominal pain, visible peristalsis, 
and the typical x-ray appearance of small bowel 
obstruction. Ordinarily the abdominal distress or 
pain is either distributed generally over the lower 
abdomen or is localized to the right lower quad- 
rant. It is particularly likely to be associated with 
or relieved by defecation. When the disease process 
involves the sigmoid colon with the formation of 
an ileocolic fistula in this area, these symptoms and 
signs may be localized more to the left than to 
the right side of the lower abdomen. 

Usually the general aspects of the clinical picture, 
such as fever, weakness, and loss of weight, ‘are 
severe and tend to progress without spontaneous 
remission. Anemia occurs in the later stages of the 
disease. The stools almost always contain occult 
blood, even though gross blood-streaking is not 
evident. Sometimes a case is encountered in which 
all the above findings are absent or present in such 
a mild degree that the disease is demonstrated by 
X-ray examination, much to the surprise of the 
clinician. 


CHRONIC PANCREATITIS 


significance for the surgeon, as he is called 
upon more and more frequently to differen- 
tiate it from carcinoma. Also some measure of 
relief now may be offered to those few patients who 
suffer persistent severe pain as the result of this 
condition. In most instances chronic pancreatitis is 
not associated with clinical symptoms and is en- 
countered incidentally during abdominal explora- 
tion. Occasionally a history of prior acute pan- 
creatitis may be elicited, and often there is asso- 
ciated disease of the biliary tract. When studied 
from the standpoint of pathogenesis, it is immedi- 
ately apparent that this condition results from a 
variety of causes. These may be roughly classified 
under three headings: first, the deleterious action 
of various endogenous and exogenous toxins; sec- 
ond, the prior existence of bouts of severity; and 
third, the presence of pancreatic duct obstruction, 
caused either by appropriately situated tumors, 
stones, or sclerosing inflammatory processes. Either 
part or all of the organ may be affected, though 
usually the process is extensive. 
An as yet undetermined, but probably small, 
percentage of these patients has symptoms refer- 
able to the inadequate production of endocrine 


(Caen pancreatitis has assumed considerable 





























and exocrine secretions of the pancreas. Interfer- 
ence with insulin formation as a result of destruc- 
tion of islet tissue gives rise to a mild diabetes, 
whereas extensive destruction of acinar tissue re- 
sults in impairment of pancreatic juice secretion. 
Careful study of material aspirated from the duo- 
denum under such circumstances reveals a sub- 
stantial reduction in, or the frank absence of, 
pancreatic ferments. This may or may not be 
associated with clinical evidence of impaired fat 
digestion as determined either by quantitative esti- 
mation of unchanged fat present in stools after a 
measured test meal, or by the clinical finding of 
steatorrhea, the stools under such conditions being 
frequent, bulky and frothy. 

The most distressing clinical manifestation of 
this disease, which fortunately is not common, is 
the occurrence of varying degrees of upper ab- 
dominal pain. This distress may be mild and inter- 
mittent in character but at times is extremely 
severe and persistent, often radiating through to 
the upper lumbar region. Such patients may re- 
quire morphine to obtain even incomplete relief, 
and thus are prone to develop narcotic addiction. 
Few of these patients are able to remain gainfully 
occupied, and some are actually reduced to an in- 
valid status. Pain seems to be related to increased 
tension within obstructed radicles of the duct sys- 
tem. Such obstruction may be caused either by in- 
flammatory strictures or by incarceration of pan- 
creatic calculi. 

Of some value in establishing an accurate diag- 
nosis of this condition is the use of scout films of 
the upper abdominal area. A few patients with this 
disease can be demonstrated to have irregular areas 
of increased density in the region of the pancreas; 











Pathology in General Surgery 513 





indeed, in some cases the general contours of the 
organ may be imperfectly outlined by the distri- 
bution of the calcific masses. These radiographic 
densities may be produced either by calcium de- 
position within the parenchyma of the gland itself 
or by the presence of numerous pancreatic calculi 
within the duct radicles. No sharp correlation exists 
between the radiographic demonstration of these 
calcific deposits and the character and severity of 
the patient’s clinical symptomatology. 

Most confusing is the occasional occurrence of 
an otherwise asymptomatic chronic pancreatitis, 
producing first evidence of its existence as a result 
of external compression of the intrapancreatic por- 
tion of the common bile duct. These patients have 
painless, obstructive jaundice and are clinically 
suspected of having obstruction due to carcinoma. 
This misinterpretation may not be clarified even 
at the time of exploratory operation, since, under 
such circumstances, the pancreas will be as firm 
and as nodular as if a carcinoma were present. Oc- 
casionally resection has been carried out on the 
basis of an incorrect diagnosis of carcinoma, the 
true state of affairs being discovered only on micro- 
scopic examination of the resected material. Equal- 
ly confusing in this connection is the occurrence 
of extensive atrophy and sclerosis of the body and 
tail of the pancreas secondary to pancreatic duct 
occlusion as the result of a carcinoma situated deep 
within the head of the organ. Such a situation 
may be correctly evaluated at the time of explora- 
tion only by the most careful dissection and biopsy. 
Chronic pancreatitis is associated with varying de- 
grees of fat necrosis in the pancreas and in the 
surrounding adipose tissues, particularly in the root 
of the mesentery. 





Case R eport 


Dissecting Aneurysm Treated Successfully 
by Sympathectomy 
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itius and Cragg! have listed the follow- 

ing as reasons for failure to make the 

antemortem diagnosis of dissecting aneu- 
rysm: (1) relative infrequency of the condition, 
(2) absence of a characteristic syndrome and (3) 
limitation of special diagnostic adjuncts. 

I wish to present a case which meets the known 
criteria for antemortem diagnosis of dissecting 
aneurysm of the thoracic aorta. The patient has 
since survived the rigors of a two-stage sympathec- 
tomy and at present is enjoying good health. 


CASE REPORT 


M. G., a 26 year old white woman, was first seen 
in 1946, complaining only of fatigue. She had had 
scarlet fever at the age of 3, nephritis with gross 
hematuria at 19, and a cesarean operation following 
mild eclampsia at the age of 24. There was no family 
history of hypertension, and both parents are living 
and well. 

Physical examination revealed a well developed and 
well nourished woman with a blood pressure of 230 
systolic, 160 diastolic. The apex beat of the heart was 
found to be in the left midclavicular line. The aortic 
second sound was much louder than the pulmonic 
second sound. No murmurs were audible. Good cardiac 
reserve was present. Femoral pulsations were pro 
nounced; the blood pressure in both legs was 260/170. 
Funduscopic examination revealed the media to be 
clear and the disks flat. No hemorrhage or exudate 
was present. The vessels showed moderate arterio- 
venous compression with slight beading. The arterio- 
venous ratio was essentially normal. 

Laboratory studies revealed a normal blood count, 
sedimentation rate and urinalysis. The basal metabo- 
lism was —8. The electrocardiogram showed left axis 
deviation with no myocardial impairment. Nonprotein 
nitrogen was 31 mg. per cent. Creatinine was 1.1 mg. 
per cent. The Wassermann and Kahn tests were 
negative. Blood urea was 11.9 mg. per 100 cc. The urea 
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clearance test was 89.4 per cent of average normal. The 
p.s.P. kidney function test was 52.3 per cent at the end 
of two hours. Fasting blood sugar was 81 mg. per cent. 

Intravenous pyelograms were essentially normal. The 
first roentgenogram of the chest was taken on Novem- 
ber 4, 1946, using the standards of Ungerleider and 
Clarke for all cardiac measurements; it was found that 
for a 26 year old patient, 60'4 inches in height, weigh- 
ing 132 pounds, the transverse cardiac diameter to- 
taled 130 mm.; the predicted average normal is 126 
mm., giving a 5 per cent enlargement (Table 1). The 
cold pressure test was positive. Heavy sedation had 
no effect upon the blood pressure. Spinal anesthesia 
did not lower the pressure. The patient was tried on 
barbiturates, xanthaline derivatives, rice and low sodi- 
um diets and potassium thiocyanate, but at no time 
was the systolic pressure lower than 220. Surgical inter- 
vention was repeatedly advised but was frowned upon 
by the family. 

On September 8, 1947, while attending a football 
game, the patient was suddenly seized by a severe, 
acute knifelike epigastric pain which was severe enough 
to double her up and prevent her from assuming an 
erect position. Twelve hours later the pain radiated to 
the back and the patient became acutely ill. At this 
time, she was removed to St. John’s Hospital, Santa 
Monica, California, for further observation. On arrival, 
it was found that the pain had spread to both lower 
quadrants. The temperature was normal. There were 
no chills, nausea or vomiting. 

The patient lapsed into a semicomatose state and 
the physical examination revealed a blood pressure of 
220 systolic, 130 diastolic in both arms. The second 
aortic sound was doubly accentuated over the pulmonic 
second sound. There was no difference in the pulsa- 
tions in either arm. The blood pressure in both legs 
was 260 systolic, 160 diastolic. All deep reflexes were 
symmetrically diminished. Roentgenograms of the chest 
and flat plate of the abdomen, colon, kidneys and lum- 
bar spine were essentially negative. The electrocardio- 
gram revealed only left axis deviation. 

The sedimentation rate on admission was 45 mm. 
per hour (Linzenmeier method). The blood count 
was normal. The urinalysis revealed a specific gravity 
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of 1.014, 1+ albumin and an occasional red blood cell 
on microscopic examination. On the following day, 
September 9, 1947, the fasting blood sugar was 129 
mg. per cent and the white blood count was 12,050 per 
cubic millimeter with 85 per cent neutrophils. The 
urinalysis revealed 2+ albumin; the carbon dioxide 
combining power was 67 volumes per cent. 

By September 15, six days after admission, the patient 
was completely relieved of her pain and felt better. 
Further laboratory studies were done at this time, and 
it was found that the sedimentation rate had increased 
to 87 mm. per hour, the p.s.p. kidney function test was 
52 per cent of normal at the end of two hours, and a 
two-hour kidney dilution test (Fishberg) produced 
1.013 as the highest specific gravity. The systolic blood 
pressure remained between 220 and 240 mm. of mer- 
cury, and the diastolic pressure between 140 and 160 
mm. A dissecting aneurysm was suspected, but could 
not be proved. On discharge, the patient was ambula- 
tory and symptom-free. 

The patient was well until October 26, 1947, at 
which time she developed a left hemiplegia with slug- 
gish speech and drowsiness. She spoke out of the right 
side of her mouth, with weakness and loss of sensa- 
tion in the left hand and left leg. Physical examina- 
tion showed involvement of the left seventh cranial 
nerve, and a bilateral Babinski with positive left-sided 
Oppenheim and Gordon deep reflexes. It was felt that 
the diagnosis at this time was either a thrombosis or 
hemorrhage in the pons with lower motor neuron in- 
volvement. Two weeks later she became ambulatory 
with only residual left foot drop. 

On November 20, 1947, the patient first complained 
of nocturnal dyspnea and exertional shortness of breath. 
Examination at this time revealed evidence of left 
ventricular failure, and the patient rapidly responded 
to digitalization and mercurial diuretics. 

On January 2, 1948, the patient suddenly developed a 
swelling of the left side of the neck, left shoulder and 
left arm which extended from the mastoid process 
down to about 4 inches above the elbow. Distention of 
the venous circulation over the left shoulder was ap- 
parent. The blood pressure was 220 systolic, 140 dia- 
stolic. Radial pulsations were symmetrical. 

For the first time, a faint, blowing, low-pitched 
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diastolic murmur was present in the second interspace 
to the right of the sternum. Electrocardiographic trac- 
ings showed progressive left ventricular strain with a 
questionable healed anterior myocardial infarction pat- 
tern. Fluoroscopic studies showed hypertrophy and en 
largement of the left ventricle; the ascending portion 
of the thoracic aorta was moderately prominent. The 
transverse and descending portions were widened con- 
siderably. The amplitude of the aortic pulsations was 
large in the ascending portion, but very small in the 
transverse and descending aorta. 

The diagnosis at this time was essential hyperten- 


TABLE |] 


CHANGES IN SIZE OF 


HEART AND AORTA 


(UNGERLEIDER AND CLARKE) 





TRANSVERSE 





PREDICTED 


ENLARGEMENT, AORTIC PREDICTED 


PLATE DATE CARDIAC AVERAGE : 
| a ‘ PER CENT SIZE SIZE 
| DIAMETER NORMAL 
Preoperatively 
FIGURE 2. | November 4, 1946 130 mm. 126 mm. 5 61 mm. 57 mm. 
| 
FIGURE 3. | July 18, 1947 125 mm. 126 mm. o 62 mm. 57 mm. 
FIGURE 4 | September 8, 1947 | 130 mm. 126 mm. 5 73 mm. 57 mm. 
sector as a 
FIGURE 5 | December 19, 1947 | 135 mm. 122 mm. | 11 69 mm, | 55 mm. 
' ' 
Postoperatively 
FIGURE 6 | April 30, 1948 122 mm. 122 mm. o 72 mm. 55.3 mm. 
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FIGURE I. Roentgenogram taken November 4, 1946. 


sion with cardiac enlargement, coronary artery insuf- 
ficiency, cerebral thrombosis and a dissecting aneurysm 
involving the arch and descending portion of the aorta. 
It was felt that the aneurysm had infringed upon the 
venous circulation from the left side of the neck and 
the left arm. Figure 1 demonstrates the changes in size 
occurring within the heart and aorta. 

The patient was referred to Doctor Howard Naff- 
ziger* on February 7, 1948. It was felt that she had a 
25 per cent chance as an operative risk, and a 25 per 
cent chance for successful result from a sympathectomy. 
Without surgery, her prognosis for survival was less 
than six months. 

The first stage Smithwick operation was performed 
on February 11, 1948, and the second stage was per- 
formed on March 5, 1948. The long delay between 
stages was necessitated by the stormy postoperative 
course following the first procedure. There was a sub- 
stantial drop in blood pressure following the second 
operation. 

The patient returned to her home on March 25, 
1948, at which time the systolic blood pressure was 142 
mm. of mercury. The patient gradually recovered her 
strength, and has been kept on a digitalization pro- 
gram and a low sodium diet. Two years later she 
appears to be in excellent health with a normal blood 
pressure, and a full home and social program. Her 
original complaints have all disappeared. The patient 
is symptom-free and apparently enjoying the best of 
health. 


DISCUSSION 
M: case reports on dissecting aneurysm have 


pathologic specimens to substantiate the 
diagnosis. However, in one respect we are fortu- 
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FIGURE 2. Roentgenogram taken July 18, 1947. 


nate that we have a living patient, and unfortunate 
that we cannot pathologically prove our diagnostic 
claims. All physicians interested in this patient 
feel that the history, physical findings, laboratory 
studies, roentgenograms, and clinical course fill all 
the criteria necessary for the antemortem diagnosis 
of dissecting aneurysm of the thoracic aorta. 

A generation ago, when Herrick,” Levine and 
Trantner® first reported the fundamental observa- 
tion in acute thrombosis of the coronary artery, the 
antemortem diagnosis of myocardial infarction was 
a medical condition which was readily recognized 
by most physicians. I believe that a somewhat 
analogous situation exists with the diagnosis of 
dissecting aneurysm of the aorta. The various clini- 
cal syndromes produced by this disturbance are 
gradually becoming clarified. There has been an 
increase in accurate diagnosis in the past decade, 
but Reich* has stated that “it only is through re- 
lentless correlation of postmortem findings with the 
clinical picture in individual cases that a true clini- 
cal consciousness of the disease can be adequately 
established.” 

Until we learn to recognize recovered cases of 
dissecting aneurysm, we will not be able to arrive 
at an approximation of the true incidence of dis- 
secting aneurysm. Weiss® and co-workers believed 
that 1 out of 10 patients recover and die of other 
causes. Mote and Carr® in a five-year study from 
the coroner’s office in San Francisco, found that 1.1 
per cent of all cases of sudden death were due to 
dissecting aneurysm. 

Interest in dissecting aneurysm of the aorta has 
been further stimulated by the findings of Baer 
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FIGURE 3. Roentgenogram taken September 8, 1947. 


and Goldburgh’ in their reporting of 44 cases. 
Their patients ranged in age from 35 to 82 years, 
the majority occurring in the fifth and sixth dec- 
ades of life. Of the 44 cases reported by them, 62 
per cent were men. Schnitker and Bayer,® in re- 
viewing the literature up to 1943, were impressed 
with the occurrence of this condition in younger 
people. In the 580 cases they accepted as proved 
cases of dissecting aneurysm, gathered from the 
literature, 141 or 24 per cent occurred in individ- 
uals less than 40 years of age. Of those occurring 
in women, approximately 50 per cent were seen 
during pregnancy. 


SYMPTOMS 


§ en symptoms reported in the literature are 
variable. As a rule, the patient is suddenly 
seized with severe tearing or ripping pain in the 
chest or precordial area, or upper abdomen, col- 
lapse, sudden unconsciousness, or doubling in two. 
If consciousness is retained, the pain may increase 
greatly in intensity. The pain may radiate to the 
shoulder, back, renal area or groin, depending to 
some extent on the direction of the dissection and 
the various organs involved. The pain may be so 
intense that repeated injections of narcotics may 
fail to give relief. However, in many cases there 
may be no history of pain whatsoever. Cases have 
been reported in which pain has been absent dur- 
ing the entire course of the illness. In 24 of the 
44 cases reported by Baer and Goldburgh,’ there 
was no recorded history of pain at any time. 

Dyspnea is also reported as an important symp- 
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FIGURE 4. Roentgenogram taken December 19, 1947. 


tom. Neurologic symptoms were present. Shock 
occurring with the tearing of the aorta would be 
so severe that syncope and collapse would develop. 
In some cases, the only history obtainable was the 
finding of the patient in coma. In other instances, 
agitation, disorientation, convulsive seizures, or 
bizarre peripheral neurologic signs may cause one 
to look to the cerebrum or spinal cord as the pri- 
mary source of the trouble. 


PHYSICAL FINDINGS 


The physical findings vary greatly depending 
upon the length of time the patient survives, the 
age of the patient, pre-existing cardiovascular dis- 
turbance, and the vessels and organs involved in the 
dissection. If the patient survives the initial aortic 
tear, fever, tachycardia, and tachypnea usually de- 
velop. Hypertension is frequently present, but there 
is no question, however, that some cases, particu- 
larly those of younger individuals, fail to present 
evidence of hypertension in the history or physical 
examination or at necropsy. Cardiac enlargement, 
signs of cardiac failure, various cardiac murmurs, 
gallop rhythm or precordial rub may all be found. 
One important sign that may be almost pathog- 
nomonic of dissecting aneurysm is the development 
of the diastolic murmur of the aortic regurgitation. 
This murmur is apparently due to dilation or de- 
formity of the aortic ring resulting from the dis- 
section. The varied signs in the legs are due to the 
circulatory deficiencies resulting from the involve- 
ment of the intercostal, lumbar or femoral arteries. 








LABORATORY FINDINGS 
The laboratory findings are not overly signifi- 
cant. Leukocytosis has been a frequent finding and 
the urine may show a trace of albumin. Hematuria 
may be present if the dissection has approached or 
involved the renal arteries. Electrocardiographic 
changes are most significant. Roentgenologic exam- 
ination may also be of some help in the differen- 
tial diagnosis. There is a deformity of the aortic 
or supercardiac shadow. This may gradually or 
rapidly increase in size. 


PATHOLOGY 

Pathologically speaking, the process involved in 
dissection of the aorta may be described as follows: 
The primary change in the aorta is a cystic degen- 
eration of the media, the so-called Erdheim’s medio- 
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FIGURE 5. (left) Roentgenogram taken April 30, 1948. (Posteroanterior aspect.) (center) Roentgenogram taken 
April 30, 1948. (Lateral aspect.) (r7ght) Roentgenogram taken April 30, 1948. (Left oblique aspect.) 























necrosis cystica. The cause of this degeneration is 
not certain. In this type of aorta there occurs a 
rupture in one or more medial nutrient vessels 
into one of the cystic spaces producing a hematoma. 
The hematoma enlarges, splitting the layers of the 
media and the intima is then secondarily torn. An 
opening is thus made into which the large aortic 
column of blood may force itself and produce vary- 
ing degrees of dissection along the medial coat. 
The dissection which begins in the ascending aorta 
in over 70 per cent of the cases may also extend 
cuspward. Some writers feel that the dissection 
backward toward the cusps is responsible for dis- 
tortion of the aortic ring and the resultant dia- 
stolic murmur which is such a valuable diagnostic 
sign. Hypoplasia and coarctation of the aorta may 
be additional pathologic findings for the cause of 
the dissection. 





ERENCES 
aneurysm of the aorta. Am. J. M. Sc. 200:192, 1940. 
6. More, C. D., and Carr, J. L.: Dissecting aneurysm of the aorta. 
Am. Heart J. 24:65, 1942. 


, S., and Gorpsurcn, H. L.: The varied clinical syndromes 
produced by dissecting aneurysm. Am. Heart J. 35:198, 1948. 
Scunitker, M. A. and Bayer, C. A.: Dissecting aneurysm of 
aorta in young individuals, particularly in association with preg 
nancy, with report of case. Ann. Int. Med. 20:486-511 (March) 
1944. 


we 








CLINICAL STUDY 






Topical Anesthesia in Dermatology 


CLEVELAND J. WHITE* AND J. W. MADURA** 


LOYOLA UNIVERSITY, STRITCH COLLEGE OF MEDICINE, CHICAGO 


gesic that would offer sustained relief from 
surface pain and itching but would obviate 
the disadvantages of older agents. 

The authors have had a high degree of success 
in relieving painful and pruritic dermatoses with 
a topical anesthetic ointment incorporating 20 per 
cent dissolved benzocaine with oxyquinoline ben- 
zoate in a bland, water-soluble base.t The oint- 
ment is neither sticky nor tacky, is easy to apply 
and can be removed with plain water. It is color- 
less, nonstaining and practically odorless, and can 
be covered with a bandage or other protection. An- 
tipruritic action is prompt on both intact and 
broken skin, and relief lasts from three to six 
hours. 

Tainter pointed out that benzocaine is the best 
topical anesthetic when a concentration of at least 
10 per cent can be secured.’ Heretofore solutions of 
approximately 2 per cent benzocaine have been 
considered the maximum; however, higher con- 
centrations in alcohol, chloroform and ether have 
been obtained, but are of little value for topical 
use in dermatology because of relatively high in- 
cidence of irritation and rapid evaporation of the 
vehicle, resulting in deposits of benzocaine crystals 
rather than dissolved benzocaine. 


FF: a long time we have sought a topical anal- 
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Our interest in benzocaine was further prompted 
by the fact that it is the least toxic of the drugs 
generally used in topical anesthesia. Adriani, for 
example, made a study of the relative toxicity of 
such anesthetics. Using cocaine for the standard, 
the results were as follows:* 


Benzocaine ....... 1/10 LAROCAINE® ...... I 
POE acSacicens Y% HOLOCAINE® ...... 2 
METYCAINE® ....... % Ce 2% 
DIOTHANE® ........ % PONTOCAINE® ..... 3to 5 
RAE. nec Ae aw ee I NUPERCAINE® ....5 


CLINICAL STUDY 


The 20 per cent dissolved benzocaine ointment 
was used in the treatment of 132 cases, including 
22 types of dermatologic conditions. Patients were 
instructed to apply the ointment liberally to the 
affected area and to renew applications as required. 
Relief from pruritus was obtained in every condi- 
tion treated except lichen simplex chronicus (see 


Table 1). 


COMMENTS 


There was no evidence of irritation or sensitiza- 
tion caused by the benzocaine, although 2 cases of 
dermatitis venenata exhibited exacerbations. Relief 
was noticed faster on broken skin than on intact 
skin. Relief on mucous surfaces was rapid but not 
as sustained as that on the skin. 

Infantile eczeema—The ointment was used on 
both dry and weeping conditions. In weeping con- 
ditions, the ointment was mixed equal parts with 








TABLE 1 


REsuLts oF TopicaL ANESTHESIA WITH 20 PER CENT 
DissoLveED BENZOCAINE OINTMENT IN 132 CASES 





R DURATION OF 

VUMBE — 

CONDITION — ges RELIEF OF PRURITUS 
salen (HOURS) 





Atopic dermatitis, infantile 
A Per 10 3-5 
Atopic dermatitis, adult ... 6 4 cases 3-4 
2 cases unsatisfactory 


Lichen simplex chronicus 2 Unsatisfactory 
Eczematoid neurodermatitis. 4 3-5 
Menopausal neurodermatitis. 2 3-5 
Urticaria, localized ........ 5 3-5 
Infectious bacterial eczemat- 

oid dermatitis .........- 3-5 
Eczematoid stasis dermatitis. 4 3-4 
Dermatitis venenata ....... 4 2 cases 3-5 

2 exacerbations 

eee 4 3-5 
Postscabetic pruritus ...... 15 3-5 
Pruritus vulvae, nonspecific. 5 4-5 
a 5 1-3 
Pruritus, scalp, nonspecific .. 3 2-5 
ENED TORUS 00 cecicscee 6 2-5 
PRYFIASE FOSEA 22. cccccces 5 2-4 
PROPHUS SEMIN 2... 6cccces 5 3-4 
TREE IO onc cdccccs 3 4°5 
Varicose WIE 2. ccccccecs 10 4-5 
Chronic otitis externa 

eczematization ......... 8 3-5 
Furuncle, ear (relieve pain) 6 Satisfactory 
ee ee eee 15 3-5 





Lassar’s zinc oxide paste to aid absorption of 
serous discharge. Relief was both rapid and sus- 
tained. 

Varicose ulcers—In these cases, the ointment 
with 0.08 per cent incorporated chlorophyll was 
used, together with supportive therapy. The pain 
was relieved and, after circulatory repair measures, 
healing occurred. 

Lichen simplex chronicus—Ointment did not 
give relief in these 2 cases. The benzocaine appar- 
ently could not penetrate the thick keratinized 
layer. 

Sunburn—The ointment alone provided prompt 
relief. By adding an equal amount of petrolatum, 
the anesthetic quality of the ointment was obtained, 
plus the lubricating effect of the petrolatum. 

Otitis externa eczema—A topical anesthetic may 
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be helpful by allowing the tissue to rest. The oint- 
ment provided prompt and sustained relief in some 
cases. 


SUMMARY 


hfe authors used an ointment containing 20 
per cent dissolved benzocaine in 132 cases of 
various dermatoses and obtained prompt, sustained 
relief in 128 cases. There were no cases of irrita- 
tion or sensitivity which could be directly attributed 
to the ointment or the incorporated benzocaine, 
although 2 cases of dermatitis venenata (poison 
ivy) exhibited exacerbations. Dissolved benzocaine 
is apparently a highly safe and effective means of 
topical anesthesia for use in many dermatologic 
conditions. 
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GENERAL PRACTICE 


eview 


To provide the general practitioner, as well as the 


specialist, with concise, read ly available information 
on the latest, proved methods of treatment of condi- 
tions commonly encountcred in an average practice, 


PostGrapuATE Mepicine offers this department to its 


readers. It is not, of course, intended to present these 
discussions as the only acceptable therapeutic proce- 
dures to be used, but rather to offer simple regimens 
and recommendations based on the extensive expert 
ence of the physicians who prepared these summaries. 


The Present Status of Acute 
Respiratory Infections 


RUSSELL L. CECIL 


NEW YORK CITY 


CUTE respiratory in- 
A fections are caused 
by viruses, bac- 
teria, and occasionally by 
rickettsiae. In the present 
discussion I propose to 
limit myself largely to the 
viral infections. I will also 
touch briefly on the more 
common bacterial infec- 
tions, such as those of 
pneumococcal or strepto- 
coccal origin. The only 
respiratory rickettsial in- 
fection of any moment is 
the so-called Q fever, several epidemics of which 
occurred in American troops during World War 
II. Q fever may manifest itself as an acute upper 
respiratory infection which often takes on the 
form of an atypical pneumonia.! It is caused by an 
obligate intracellular parasite, the Rickettsia bur- 
neti. The diagnosis can be made by demonstration 
of agglutinins against R. burneti in the serum of 
the patient. 

The great majority of acute upper respiratory 
infections are caused by some type of virus. Viruses 
can of course cause pneumonia also, but the ma- 
jority of pneumonias in man are due to some 
pathogenic micrococcus or bacillus. 

The nature of viruses is not yet clearly under- 
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stood, but certain facts are fairly well established. 
They are tiny entities which can be seen by a suf- 
ficiently powerful microscope, and we also know 
that multiplication of viruses occurs under suitable 
conditions in the presence of living cells. In the 
absence of living cells no virus has as yet shown 
any capacity for multiplication. Viruses differ 
greatly in size, stability and degree of structural 
differentiation. The smaller viruses, such as those 
responsible for foot-and-mouth disease and _polio- 
myelitis, are particles no larger than serum globu- 
lin molecules. The larger viruses, such as those of 
psittacosis and vaccinia, are almost equal in size to 
that of certain bacteria. There has been much dis- 
cussion on the question of whether viruses are 
living or non-living entities. They possess some 
qualities which are essentially characteristic of liv- 
ing things, and certain others which we usually as- 
sociate with non-living matter. It is not yet known 
just how they should be classified. The present ten- 
dency, however, is to look upon viruses as extreme- 
ly small intracellular parasites. 

It is a recognized fact that viruses affect the 
same cells in different ways, and it is well estab- 
lished that certain viruses selectively attack differ- 
ent types of cells. This explains why virus diseases 
present such extremely diverse clinical pictures; 
even the pathological changes are quite dissimilar. 

Let us now consider some of these acute respira- 
tory infections which are caused by viruses. 
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THE COMMON COLD 


It has been shown by numerous observers that 
the nasal secretions of many persons suffering 
from acute coryza harbor a virus which when 
instilled into the nostrils of normal individuals re- 
produces the disease. Dochez and his co-workers” 
succeeded in cultivating this agent in embryonic 
tissue media and have indicated that it should be 
classified among the filterable viruses. Most colds, 
particularly those occurring in epidemic form, are 
probably caused by a virus or a group of viruses. 
On the other hand, it would be a mistake to con- 
sider all common colds as virus-borne; particularly 
in young children and babies a good many acute 
respiratory infections are caused by pathogenic 
cocci, such as the pneumococcus and hemolytic 
streptococcus. 

We know very little at present about immunity 
to the cold virus. We do know there are many 
people who practically never have a cold, while 
others are highly susceptible and will suffer from 
five or six colds a year. From my own personal 
observation I would say that tense, nervous, under- 
nourished individuals are more likely to be sus- 
ceptible, while the opposite type has a compara- 
tively good immunity. Most allergic individuals are 
susceptible to colds, and certainly a chronic sinus 
infection predisposes to frequent flare-ups. 

Subsequent to the initial injury to the epithelium 
caused by the cold virus, bacteria already present 
in the respiratory tract assume the role of secondary 
invaders and may give rise to further symp- 
tomatology. 

I think every physician will agree that complica- 
tions make the cold problem. The four or five 
day course of a common cold such as one sees in 
healthy young adults is not a problem to worry 
about. However, when the secondary invaders ar- 
rive, and when the sinuses become acutely infected 
or the ears involved, or possibly a pneumonia 
develops, then the problem becomes a serious one. 
Personally I have long suspected that in the case 
of these complications the virus actually starts the 
trouble. In other words, the virus itself invades 
the sinuses, trachea, or the eustachian tube, and the 
bacteria follow. 


INFLUENZA 


Influenza is also a specific infectious disease 
caused by a filterable virus, but it is a much more 
highly contagious disease than coryza and tends to 
occur in epidemic and pandemic outbreaks during 
which it spreads with extraordinary rapidity. Com- 
paratively mild epidemics of influenza occur almost 
every winter in some parts of the United States; 
the pandemics, however, are much less frequent 
and much more severe. During a pandemic the 
morbidity rate is very high, the best statistics plac- 
ing it at approximately one out of every three in- 





dividuals. Though people of all ages are susceptible, 
the highest incidence is among young adults. Other 
features of influenza are the explosive nature of the 
outbreak, the rapidity of its spread, and the rela- 
tively short duration of the epidemic. During the 
severe visitation in 1918 most of the epidemic was 
over in a comparatively few weeks. 

Shortly after the great influenza epidemic of 
1918, Dr. Francis Blake and I were stationed at 
the U.S. Army Medical School in Washington 
where we were working on experimental pneu- 
monia in monkeys. Because of our success in pro- 
ducing experimental Hemophilus influenzae infec- 
tions in monkeys (not only tracheitis and sinusitis, 
but pneumonia as well) we were led to believe 
that this organism, then called the Pfeiffer bacillus, 
was responsible for the epidemic.* However, this 
point of view was later proved to be incorrect. 

It was not until 1933, 15 years after the great 
epidemic, that Smith, Andrews and Laidlaw* dem- 
onstrated that influenza was caused by a filterable 
virus. They achieved this important discovery by 
inoculating ferrets intranasally with filtrates of 
throat washings obtained from patients with influ- 
enza early in the course of the disease. The virus 
was transmitted from ferret to ferret and subse- 
quently to mice. It is readily propagated in the 
chorio-allantoic fluid of embryonated hens’ eggs. 
These observations by Smith and his co-workers 
have been amply confirmed by other investigators. 

At least two distinct strains of influenza virus 
have been identified; these are known as A and B, 
respectively. Either of these strains is capable of 
inducing an influenza-like infection in man, when 
the active virus is introduced into the respiratory 
tract of the subject.*:® It seems quite likely that 
still other strains will be isolated as time goes on. 
It is important to remember that these viruses A 
and B were both recovered from local epidemics 
and not from the pandemic of 1918. 

Whether pandemic influenza will be found to be 
due to a strain of virus different from those so far 
identified, or will prove to be a symbiotic infection 
comparable to swine influenza, only future study 
can determine. Shope‘ has proved conclusively that 
swine influenza is caused by a combination of virus 
and a gram-negative bacillus very similar in its 
morphology to the Pfeiffer bacillus. It is therefore 
quite possible that the pandemic form of influenza 
in man is caused by a virus in symbiotic combina- 
tion with the H. influenzae of Pfeiffer. The most 
frequent secondary invader during the pandemic 
was the H. influenzae and at autopsies it was fre- 
quently encountered in the pus from infected 
sinuses and in the exudate throughout the bronchi 
and bronchioles. It was less frequently found in the 
parenchyma of the lung and only rarely invaded 
the pleura. The other important secondary in- 
vaders were of course the pneumococcus, strepto- 
coccus and Staphylococcus aureus. 







































At the time of the great pandemic of 1918 the 
writer was stationed at Camp Wheeler, Georgia. 
The epidemic struck in October when the weather 
was still quite warm. It spread with lightning 
rapidity among the troops, many of whom were 
colored. As I recall this rather terrifying experi- 
ence, certain features stand out vividly. It was not 
so much the upper respiratory symptoms, such as 
cough, sore throat and coryza, as it was the high 
fever, intense muscular aching and extreme prostra- 
tion which were conspicuous. Many of these pa- 
tients also had a marked leukopenia. Another inter- 
esting feature was the tendency, in a good many 
cases, for the virus to go straight to the lung, pro- 
ducing the so-called pneumonic form of influenza 
with few if any preliminary symptoms in the 
upper respiratory tract. 

The pneumonia which we saw was of two types: 
(1) ordinary lobar or lobular pneumonia, caused 
by the pneumococcus or streptococcus, and (2) a 
diffuse purulent bronchiolitis and peribronchiolitis, 
quite similar in pathology to present-day virus 
pneumonia, except for the intense hemorrhage and 
edema which accompanied it. The bronchiolitic 
type of influenzal pneumonia was often associated 
with almost pure cultures of the H. influenzae. The 
fatality rate for this pandemic form of influenzal 
pneumonia was amazingly high, considering the 
fact that rnost of the victims were healthy young 
adults. It varied in different training camps from 
30 per cent to 60 per cent. This was of course long 
before the days of antibiotic therapy. 


A. R. D. 


A discussion of acute respiratory epidemics 
among soldiers naturally leads to consideration of 
the interesting epidemics which have been de- 
scribed by the Commission on Acute Respiratory 
Diseases at Fort Bragg, N.C.8 This committee, 
headed by Dr. John H. Dingle, observed repeated 
epidemics of acute respiratory disease among new 
recruits, occurring most commonly during the 
winter months, and characterized by fever and 
acute upper respiratory symptoms. The agglutina- 
tion tests on these recruits definitely ruled out 
either A or B types of influenza. Whether similar 
epidemics occur in civilian life the authors are un- 
willing to say. These studies were based solely on 
hospitalized cases of respiratory disease. The 
authors found it impossible to determine whether 
or not these infections which they observed among 
new recruits at Fort Bragg correspond with the 
common forms of acute respiratory disease, such 
as the common cold, which so frequently are seen 
in civilian life. They deemed it reasonable to sup- 
pose that they did, but the total lack of adequate 
means of differential diagnosis prevented elucida- 
tion of this point. 

In later articles the Commission showed that 
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these minor respiratory illnesses in recruits could 
be transmitted to human volunteers by the use of 
bacteria-free filtrates of nasal and pharyngeal wash- 
ings obtained from infected donors. Two inde- 
pendent filterable agents, presumably viruses, were 
isolated, thus indicating that there was more than 
one virus capable of producing minor respiratory 
illness in man. Two distinct types of experimental- 
ly produced minor respiratory illness resulted, (1) 
a coryza-like infection with a short incubation 
period of one to two days, and (2) an infection 
developing after five or six days, and characterized 
by prominence of sore throat and minimal nasal 
symptoms. 


VIRAL PNEUMONIA 


As far back as the pandemic of influenza in 1918 
Goodpasture described instances of bacteria-free 
pneumonia. These cases were probably caused by 
the influenza virus which at that time had not been 
isolated. Further evidence of viral pneumonia be- 
gan to appear with reports in the literature of 
atypical pneumonic infiltrations produced by such 
virus-borne diseases as measles, vaccinia, variola, 
and lymphocytic choriomeningitis. It is interesting 
that in influenzal pneumonia of either A or B type 
the virus of this disease rarely appears in the lungs 
in pure culture. It is nearly always associated with 
pathogenic cocci or Pfeiffer’s bacillus. Strangely 
enough, however, when the virus of influenza is 
inoculated into mice, the animals almost invariably 
develop pure virus pneumonia, usually without in- 
volvement of the nasal or pharyngeal epithelium. 
Finally there are the comparatively rare viral pneu- 
monias such as those caused by the psittacosis group 
of viruses, some of which have an extremely high 
death rate. 

Following the classification of Reimann’? we 
can now discuss briefly those pneumonias which 
are probably of viral origin. Among such we would 
include the pneumonia of infectious mononucleosis, 
the pneumonia of erythema multiforme and some 
of the unclassified viral pneumonias of infants. Un- 
doubtedly the most important of the viral pneu- 
monias in this group is the so-called “primary 
atypical pneumonia of unknown cause.” This type 
of pneumonia has probably existed for an indefinite 
period of time, but only in recent years has it come 
into prominence because of its great prevalence. 
This high incidence of atypical pneumonia was 
particularly noticeable during the late thirties and 
early forties. Indeed for a time, it became so com- 
mon that it looked as though it might replace ordi- 
nary lobar pneumonia completely. 

Atypical pneumonia may occur in sporadic 
form, but more frequently it occurs in epidemics, 
at which time it is accompanied by an increase in 
the incidence of common colds, grippe, pharyngitis 
and other mild respiratory infections, presumably 
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all of the same etiology. Because of its low death 
rate, comparatively few cases of atypical pneumonia 
have come to autopsy. However, fatal cases which 
have been studied show that the disease cannot be 
distinguished pathologically from that caused by 
other viruses. The histologic picture is that of in- 
terstitial pneumonitis with bronchiolitis, quite simi- 
lar to that observed in influenzal pneumonia. How- 
ever, there is not the same tendency to edema and 
hemorrhage that is characteristic of influenzal 
pneumonia. 

The incubation period is usually a week to 10 
days, in some cases even longer. As a rule the onset 
is not abrupt, the disease coming on gradually and 
often without any preceding upper respiratory 
symptoms such as pharyngitis or coryza. There is 
of course a mild form of this infection in which 
the lungs show little or no involvement, even by 
x-ray. These patients present the usual picture of 
an acute upper respiratory infection with headache, 
malaise, anorexia, weakness and unproductive 
cough. In the mild attacks there is slight if any 
fever or rhinorrhea. 

However, the disease in its typical form is a 
pneumonia, though the pneumonia usually runs a 
mild course. The symptoms are remittent fever 
which is seldom very high, relatively slow pulse, 
normal or slightly increased respiration rate, physi- 
cal signs which are quite at variance with the roent- 
genographic evidence of pulmonary invasion, 
cough which is often nonproductive but markedly 
paroxysmal, a normal or slightly elevated leukocyte 
count, and recovery by lysis with few complica- 
tions. In the latter respect it differs widely from 
classic influenzal pneumonia such as occurred in 
1918, where a very high percentage of cases were 
complicated by empyema or pericarditis. 

Agglutination of the patients’ red blood cells, the 
so-called cold agglutination reaction, occurs in about 
55 per cent of viral pneumonias. There is consider- 
able difference in its incidence in different epi- 
demics. For example, in certain outbreaks a posi- 
tive cold agglutination reaction was reported in 
over go per cent of patients. The reaction usually 
becomes positive in the second week of the pneu- 
monia and often persists after recovery. Unfortu- 
nately the cold agglutination reaction occurs in 
many other diseases, though not in such a high 
titer as in virus pneumonia. Because of its late ap- 
pearance the test is not of great value as a diag- 
nostic measure. 

All observers are agreed as to the usual dispro- 
portion between the x-ray evidence of pulmonary 
involvement and the sparse physical signs. The con- 
solidation is usually greatest near the hilum, but 
the shadow is rarely as dense as that of pneumo- 
coccal pneumonia. Sometimes scattered areas of 
pneumonia may coalesce to form fairly large 
patches. 

The complications of viral pneumonia are few 
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compared with influenzal or ordinary lobar pneu- 
monia. Pleural effusions occasionally occur. En- 
cephalitis and meningomyelitis have been noted in 
a few cases. 

In 1946 the Commission on Acute Respiratory 
Diseases at Fort Bragg, N.C., reported successful 
transmission of primary atypical pneumonia to 
human volunteers.'! Conscientious objectors were 
used for the tests. Respiratory illness having all the 
characteristics of primary atypical pneumonia was 
observed in the individuals whose respiratory tract 
was sprayed with sputum and throat washings of 
patients with virus pneumonia. Infection was car- 
ried thus through two successive groups of well 
persons. The further successful transmission of the 
disease with bacteria-free filtrates would indicate 
that atypical pneumonia is caused by a virus. The 
clinical features of experimentally induced atypical 
pneumonia were quite similar to those of the natu- 
rally acquired disease. This was true also of the 
physical signs and the x-ray picture. The experi- 
mental disease also showed a high cold agglutina- 
tion reaction. Thus it would seem that what we 
have always suspected was about to be proved 
true—namely, that so-called “primary atypical 
pneumonia of unknown etiology” is really just one 
more type of virus pneumonia. 


LOBAR PNEUMONIA 


Lobar pneumonia, after having been crowded 
out of the picture for several years by atypical virus 
pneumonia, appears to be coming back into its 
own again. Certainly that is true of the New York 
district, with which I am most familiar. However 
a considerable number of atypical virus pneu- 
monias stil] turn up from time to time. 


TREATMENT OF ACUTE RESPIRATORY 
INFECTIONS 


The treatment of the common cold, as we 
all know from painful experience, is almost en- 
tirely symptomatic. The aspirin, acetophenetidin 
and caffein mixtures are rightly popular, and to 
this may be added codeine, depending on the 
severity of the symptoms. There has been much 
advertising of the various vasoconstrictors which 
are used locally in the form of an atomizer. These 
give temporary relief, but may be followed by sec- 
ondary hyperemia, edema and irritation of the 
mucous membrane when used to excess. I saw a 
patient not long ago whose nose became so com- 
pletely blocked up from edema following the use 
of one of these vasoconstrictors that he was unable 
to breathe through the nose for two or three 
weeks. Patients should be advised to employ these 
vasoconstrictor drugs only during the acute phase 
of the cold and not more frequently than once 
every four hours. 
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Various “antihistamine” agents have been advo- 
cated for the treatment of coryza, and a number 
of recent statistical studies have lent support to 
the theory that antihistaminics, by controlling the 
allergic features of the cold, would bring about its 
prompt resolution. While it is true that antihis- 
taminics will often give temporary relief to the 
early swelling and rhinorrhea, these agents are in 
no sense a cold cure. Furthermore, the dizziness 
and drowsiness which they often induce may prove 
to be more objectionable than the cold itself. The 
writer believes that for these reasons, antihis- 
taminics are destined to only a brief popularity. 

Neither the sulfonamides nor the antibiotics 
have any specific effect on the virus which causes 
the common cold. There is therefore no indication 
for the routine administration of these agents in 
the treatment of an ordinary uncomplicated coryza. 
It should be added, of course, that the antibiotics 
have a real function in the treatment of secondary 
bacterial infections, such as acute sinusitis or otitis 
media. In such cases penicillin or the newer agents, 
such as aureomycin, chloramphenicol and terramy- 
cin, can be used with benefit, but these products are 
much more effective when given internally than 
when applied locally on the surface of the mucous 
membrane. The dose of penicillin is 300,000 units 
a day intramuscularly; of the others 250 to 500 mg. 
by mouth four times a day. These newer antibiotics, 
when taken by mouth, may cause considerable 
gastrointestinal disturbance in some patients. 

While in the majority of cases the common cold 
is a trivial infection, there is a goodly number for 
whom coryza is a much more serious problem. 
These patients know from past experience that 
complications in the sinuses, ears or trachea are 
going to follow. In a good many children the 
middle ear has a rather terrifying way of lighting 
up with every coryza. It is in this group of patients 
that antibiotic therapy has its important field. 
However, even here I don’t believe that antibiotic 
treatment will be generally successful unless the 
complication at the same time receives adequate 
local treatment and, if necessary, surgical drainage. 
With drainage antibiotics should be effective. 

The treatment of influenza differs in no es- 
sential respect from that of the common cold. The 
most important features of the treatment are (1) 
absolute confinement to bed from the onset of the 
disease until convalescence is well established; (2) 
administration of large quantities of fluid, and (3) 
isolation of the patient from sources of secondary 
infection, and the practice of medical asepsis by 
those coming in contact with the patient. During 
the great pandemic of 1918 we discovered after it 
was too late that influenza patients who were left 
in barracks had a much lower incidence of com- 
plications, particularly pneumonia, than those who 
were transferred to a ward in a base hospital, where 
they were immediately exposed to pathogenic bac- 
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teria from patients in adjacent beds. For the mark- 
ed prostration, usually accompanied by cold clammy 
skin, small frequent doses of alcohol are helpful. 
For the very sick patients penicillin should be used 
by mouth or intramuscularly as a prophylactic. 

The treatment of influenzal pneumonia 
does not differ from that of any other type of pneu- 
monia; both symptomatic and specific therapy are 
usually indicated. 

Treatment of virus pneumonia. The symp- 
toms of virus pneumonia are treated as they ap- 
pear, just as one would treat any case of pneu- 
monia. Both penicillin and sulfonamides have 
proved to be without value. The new antibiotics, 
aureomycin, chloromycetin and terramycin appar- 
ently control rickettsial infections and are also 
proving to be of value in virus pneumonias. It 
should be added that in many cases of atypical 
pneumonia the physician cannot be sure whether 
he is dealing with a true virus pneumonia, or with 
an atypical pneumococcal or streptococcal infec- 
tion. In such a situation, particularly if the patient 
is acutely ill, it is far better to administer penicil- 
lin for 48 hours on the chance that one may be 
dealing with a bacterial infection. If no benefit 
results after 48 or 72 hours, penicillin should be 
discontinued and treatment with one of the newer 
antibiotics substituted. 

There is nothing much that I can add to the 
already well standardized treatment of pneumococ- 
cal and streptococcal pneumonia with antibiotics. 
Penicillin has proved to be such a dramatic agent 
that sulfonamide drugs have been pushed somewhat 
into the background. We must never forget, how- 
ever, that sulfadiazine is still an excellent agent 
for the treatment of pneumococcal and streptococcal 
pneumonia. It has been found that lobar pneu- 
monia can be controlled by oral administrations of 
penicillin in doses five times as large as would be 
used intramuscularly. However, for severe infec- 
tions we still recommend the intramuscular route, 
300,000 units of crystalline procaine penicillin once 
or twice every 24 hours, and this should be con- 
tinued for two or three days after the crisis. 

For the rare but very serious Friedldander’s bacil- 
lus infections it is necessary to resort to strepto- 
mycin combined with penicillin. The dosage of 
streptomycin in these cases should be 2 gm. a day 
intramuscularly in 0.5 gm. doses four times a day, 
with 300,000 units of procaine penicillin twice a 
day intramuscularly until the infection is well un- 
der control. H. influenzae pneumonia is very rare 
in adult life. Antibiotic therapy is the same as for 
Friedlander infections. Always give penicillin with 
streptomycin to combat possible drug resistant 
variants. 


SUMMARY 


In summary, we may conclude that while much 
knowledge has been gained during the past two 
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decades concerning the nature and diagnosis of fight against viruses. The introduction of certain 





acute respiratory infections. there is still much to new antibiotics such as aureomycin, chlorampheni- 
be learned, especially regarding the virus-borne col and terramycin mark the first steps toward a 
group. With respect to treatment, the antibiotics more efficacious control of viral infections of the 
have proved to be of great value in controlling respiratory tract. 


pathogenic micrococci, and of definite aid in the 
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ene still is one of the Because of the importance of acne to the child 
common diseases of and the continued emphasis on this condition in 
the skin observed in the advertising media of the day, the practitioner 
general practice, and the must realize the significance of the disorder and be 
majority of the cases are sympathetic with the patient even though the skin 
seen first by the general manifestations may seem so trivial in comparison 
practitioner. It is the gen- with the overwhelming majority of more serious 
eral practitioner also, with disorders observed by him. Moreover, the early 
his care of the family treatment of acne can do much to prevent the 
group, who has the en- development of the more severe forms with their 
viable opportunity to intractable and disfiguring scarring. 
observe the early develop- It seems best to consider the treatment of acne 
ments of acne in chil- in relationship to various age groups. It is our 










dren. It is the rare child GOLDMAN feeling from studies of families with the severe 
who escapes from some forms of acne that the children of these families 
manifestations of acne as this child reaches puberty. may show early manifestations of the condition 
*Professor of Dermatology, University of Cincinnati College of long before the expected time of puberty. There- 
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siauets Ghee Gola. fore, if the practitioner has under his care a family 








General Practice Review 527 


group with manifestations of the severe nodulo- 
cystic scarring forms of acne, it is his duty to watch 
the younger members of this family as they grow 
up so that treatment may be started in the early 
phases, irrespective of their age. If the young child, 
before puberty, starts to develop a significant num- 
ber of comedones about the forehead, nose and 
chin, along with early development of pustules, and 
especially nodules, then a local treatment regimen 
should be instituted. 


LOCAL TREATMENT 


In brief the principles of local treatment are the 
attempts to dry the skin through external measures 
and to relieve any secondary infections which may 
occur. At least for the young child, any investi- 
gative procedures to attempt to control the secre- 
tion of sebum should not be used at present. 

The treatment program in the young child in- 
cludes vigorous and repeated washings of the face 
with a wash cloth; it is not necessary to subject 
the child to the use of a strong brush or to expose 
him to steaming of the face. The washing may be 
done with any type of detergent. In our present 
state of knowledge, it is not possible to state posi- 
tively that certain types of detergents are more 
effective than others. In our Acne Research Project, 
we are studying the use of different types of deter- 
gents; at present we can state only that for the ex- 
cessively greasy skin, detergents which are ordi- 
narily considered as strong seem able to dry the 
skin more quickly than the milder type of toilet 
soaps. Such measures as tincture of green soap, 
abrasive soaps, etc., may be used for the child with 
the very greasy skin. Detergents with hexachloro- 
phene are under study now also. The washing 
should be done at least three times a day and 
they should be done by the parent if the child will 
snot cooperate. 

As a further attempt to dry the skin, 70 per cent 
alcohol may be rubbed on the skin with a piece of 
cotton twice a day. Exposure to sunlight should be 
encouraged as much as possible since this also aids 
in drying the skin. However, exposure to heat or 
humidity will aggravate the condition. If the child 
is not aware of his condition or is not self-conscious 
about it, then only this simple local treatment 
routine should be pursued in a matter-of-fact fash- 
ion. The overanxious parent should attempt to em- 
phasize it as little as possible. 

If the child has already become self-conscious 
about the condition, then he must be instructed that 
no picking, squeezing or excoriating of the lesions 
is allowed, since these measures may aggravate. 
In addition, for the self-conscious child, attempts 
should be made to cover up the condition as much 
as is cosmetically possible. This will be discussed 
later on. One should make an effort to understand 
and to sympathize with the “excoriating personal- 


ity” pattern. If the comedone phase is excessive, 
large doses of vitamin A may be used in an at- 
tempt to correct this. The dosage and the duration 
of vitamin A therapy depend to some degree on the 
response of the child. The new types of water- 
dispersible vitamin A mixtures lend themselves 
readily for this purpose. 


FURTHER THERAPY 


If the phase of secondary infection becomes more 
marked and pustules and even nodules develop, 
then local therapy has to become more vigorous. 
In addition to the cleansing and drying routines 
described, the use of medicated topical applications 
and additional systemic therapy becomes necessary. 

If both the child and the mother are of the 
anxious type, then it is better not to do frequent 
incisions, drainages, comedone extractions, etc. It 
is well to have the parent understand from the be- 
ginning that scarring results from the destruction 
of tissue, not simply from the incision and drain- 
age of lesions of acne. In a study of the psycho- 
somatic aspects of acne to appear in the future, the 
role of the parent in the background of acne will 
be detailed. However, if a lesion becomes progres- 
sively deeper and actually burrowing, then drain- 
age must be secured in order to lessen the amount 
of scarring. 

The comedone extractor instrument per se must 
not be used to open up pustules; such lesions are 
picked open with a small type of splinter forceps 
or nicked gently with a cataract knife. These tech- 
nics refer to the relatively superficial type of pus- 
tules and small nodules. The deep nodulocystic 
lesions will be considered later, since this form 
rarely occurs in the young child. Any lesion which 
does not show a visible degree of superficial pus- 
tulation on the skin or which is deep or throbbing, 
should not be subjected to incision, but should 
have hot wet packs before incision and drainage 
are done. 

As a general rule it is well to leave superficial 
infections alone and watch and see if they dry up 
under simple topical therapy. The time of healing 
will be slower but it will be more comfortable for 
the patient and it will be a further step in pre- 
venting the child from becoming over-concerned 
about the comedonal development. Systemic ther- 
apy in the form of antibiotics may be used for the 
acute developing lesion with cellulitis. The ques- 
tion of antibiotics and their application will be 
discussed later. 

The preparations used for treatment of the super- 
ficial infections may be the mixture of sulfur, 
salicylic acid or resorcinol, etc. Ordinarily, colored 
preparations are preferred, since they have some 
cosmetically covering tendencies. All the medicated 
preparations used in the treatment of acne may 
dry and irritate but fortunately this reaction is not 





528 Postgraduate Medicine 


too common on the greasy type of skin. If the con- 
dition becomes progressive and the topical applica- 
tions are used much more extensively, then risk of 
developing a dermatitis is proportionately increased. 
This irritation is more apt to occur first about the 
eyelids, corners of the mouth, and neck. It is well 
to recognize these early signs of irritation and to 
stop the medication and use a simple bland cream 
if necessary. 

As the patient with acne gets older and the in- 
cidence and severity of pustulation become marked 
and, in the girl, become related to menstruation, 
treatment should be more regular, more standard- 
ized, more vigorous and under more frequent ob- 
servation by the physician. 


DIETARY FACTORS 


The difficulty of determining the exact role of 
dietary factors has been emphasized repeatedly. 
A greater knowledge of the physiology of sebum 
and the true endocrine influence of acne will help 
us in the future to determine the exact influence 
of diet. Because of the frequency of the relation- 
ship of ingestion of chocolate to the occurrence of 
a flareup, we have been attempting to study in a 
critical fashion, as regards the accuracy of this 
observation, the type of chocolate, the influences of 
lipoidal materials, etc. Our studies are still in a 
preliminary phase. We can only state that when 
the patient is certain about the aggravating influ- 
ence of chocolate, then chocolate should be elim- 
inated for at least three months. 

Indulgence in large amounts of salt and espe- 
cially iodides should be prohibited. The exact role 
of iodized salt in the production of acne cannot 
be determined as yet from our own studies, but 
only in the severe forms is it our principle to elim- 
inate iodized salt. There is no proof at present that 
average intakes of carbohydrates or fats have any 
influence on the development of acne. We ask sim- 
ply for a balanced diet. For those who believe that 
dietary factors are important, a trial period of a 
type of diet is suggested in an attempt to convince 
both doctor and patient that diet is not an impor- 
tant feature in the therapeutic regimen of acne. 

For the systemic phase of therapy, endocrine 
preparations are still preferred for the older indi- 
vidual. Vitamin A should be continued in large 
doses and, in girls, especially in the premenstrual 
period. The dosage schedule is approximately 
100,000 units a day, with the dose doubled in the 
week before the periods. No toxic reactions have 
been observed from such dosage levels of vitamin 
A in this older age group. If it can be determined 
that the organisms present in the secondary in- 
fected lesions are sensitive to antibiotics, then these 
may be employed with due recognition that they 
will not cure the acne, but will only help the sec- 
ondary infection. 


ULTRAVIOLET THERAPY 


Local cleansing and drying measures are con- 
tinued now in a more regular fashion. The older 
individual has the responsibility of carrying out 
these directions by himself or herself. Regular daily 
ultraviolet therapy may be had at home. This 
should be supervised by the parent until the youth 
gets old enough to do it himself. Ultraviolet therapy 
should be in doses of suberythema and should be 
discontinued in the presence of irritation. Efforts 
should be made to prevent the child from going 
to sleep under the ultraviolet lamp. In the sebor- 
rheic patient, therapy with ultraviolet has a good 
effect. X-ray therapy is reserved for the older 
youth, for the nodulocystic phases; this form of 
treatment should be given only by the experienced 
specialist, and then only as part of a planned 
regimen, not as the sole therapeutic measure. 


TOPICAL TREATMENT 


The role of topical treatment is even more im- 
portant now, because the individual is highly con- 
cerned and has become completely “skin con- 
scious.” For this reason, again those preparations 
which are colored are preferred, for emotional fac- 
tors can certainly aggravate acne. Covering the 
lesions is a part of the program of adjustment of 
the patient to the acne. These preparations are 
available as various sulfur and resorcinol products. 
They should be given only in prescription form 
so that their effect can be watched. When the skin 
is dry and acne is still present, then creamy types 
of vehicles may be used with caution. It is best 
for the practitioner to get a few preparations and 
learn how to use them and learn their value and 
their distinct limitations. The patient must learn 
to keep from picking or opening the lesions or 
even keeping them covered with the hands in an 
effort to conceal them. ‘ 


NODULOCYSTIC LESIONS 


As the acne becomes more severe and deep 
nodulocystic lesions appear, an effort should be 
made to treat the condition clinically as a systemic 
infection. The patient should be studied carefully 
to determine the existence of any factors such as 
anemia, tuberculosis, sinusitis, menstrual irregulari- 
ties, etc. The pus from the nodulocystic lesions 
should be examined and the organisms isolated 
should be studied for their sensitivity to the anti- 
biotics and the possibility of the use of an auto- 
genous vaccine. It is our feeling that when all 
organisms, including the so-called C. acneii, are 
isolated, the results of prolonged vaccine therapy 
are better than with the use of stock measures of 
various types. It is well in these more severe forms, 
especially in older individuals, to consider any type 
of therapy which may cut down the secretion of 
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sebum. Estrogen should be used with due regard 
to its reactions, effect on menstrual periods, male 
breasts, etc. 

We are also studying a number of investigative 
procedures in an attempt to minimize the extensive 
scarring that occurs in these individuals. None of 
these measures can be recommended as yet for 
general use. 

In the local treatment of this condition, the 
lesions should be drained, especially as they con- 
tinue to spread. Drainage should be done at the 
infected portion of the lesions and the lesion should 
be incised widely and packed if necessary. Our at- 
tempts at local infiltration with antibiotics have 
not been too successful. When these severe nodular, 
or so-called acne conglobata phases occur, consulta- 
tion with the plastic surgeon should be done in 
an attempt to reduce the severity of these reac- 
tions. However, plastic surgery for acne is still in 
an investigative phase including procedures for 
the reduction in intensity of scarring. The prac- 
titioner should not attempt any of these technics 
himself. The real treatment of these scarred lesions 
of acne is in the early treatment in their develop- 
mental and active phase. 


The deep type of acne will not disappear as the 
patient gets older and goes into the “golden twen- 
ties”; therefore, active treatment should be con- 
tinued until it is shown that no new lesions 
develop. 


CONCLUSIONS 


There are many facts lacking in the understand- 
ing of the background of acne, and many fancies, 
fortunately for the most part not dangerous, are 
favored in practice. However, the local treatment 
is important, and it is the practitioner who can 
apply the principles of topical therapy in the early 
phases. It is the practitioner also, with his oppor- 
tunities for the continued observations of the fam- 
ily group, who can treat the early developments of 
acne when so-called preventive therapy can accom- 
plish results. Moreover, it is the practitioner who 
can study the backgrounds of the fluctuations of 
the course of acne. The principles of a practical 
program of cleansing, drying and antiseptic meas- 


‘ures, and some recommendations for general meas- 


ures are given for the development of acne through- 
out the various age periods. 


Treatment of Hypopituitarism 


LEWIS M. HURXTHAL* 


THE LAHEY CLINIC, BOSTON 


encounters hypopituit- 

arism in adults chief- 
ly in cases of chromo- 
phobe pituitary tumor. 
Simmonds’ disease, which 
is hypopituitarism result- 
ing from thrombosis or 
infarction of the pituitary 
arteries, and Sheehan’s 
disease, which is identi- 
cal except that it occurs 
postpartum from exces- 
sive hemorrhage and 
shock, are both relatively 
rare. The actual treatment of the tumor itself rarely 
has any beneficial effect on the already impaired 
pituitary function and for this reason will not be 
discussed in this paper. 


[’ clinical practice one 


HURXTHAL 


*Department of Internal Medicine, The Lahey Clinic, Boston, 
Massachusetts. 


Since the anterior pituitary provides tropic hor- 
mones for the thyroid, adrenal cortices and the 
gonads in the adult, deficiencies of these glands 
comprise the background for signs and symptoms. 
Before and during adolescence deficiency of growth 
hormone contributes to the clinical syndrome by 
retardation of growth rate. 

Ideally, a mixture of thyrotropic, adrenotropic 
and gonadotropic hormones should provide ade- 
quate substitution therapy for the deficient anterior 
pituitary gland, although prolonged deficiencies of 
these tropic hormones may lead to degenerative 
changes in the respective target glands, thus reduc- 
ing the likelihood of adequate response on the part 
of these organs and necessitating substitution of 
the hormones of the secondary glands themselves. 
Adrenotropic (ACTH) hormone is available com- 
mercially, as well as chorionic gonadotropin, which 
is a fairly good substitute for the luteinizing (LH) 
or interstitial cell stimulating (ICSH) hormone. 
Thyrotropic and pure follicle stimulating hormone 
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(FSH) are not commercially available. To date no 
one to my knowledge has administered these three 
groups of hormones simultaneously to a patient 
with hypopituitarism. It is entirely possible that the 
result would be eminently successful, including 
spermatogenesis in properly selected cases. Expense 
alone precludes such a trial except in those patients 
with unlimited incomes. 

Reasonable health can be restored in some pa- 
tients without the use of pituitary hormones. Be- 
fore the availability of ACTH or cortisone, for a 
period of over 10 or 12 years testosterone and des- 
oxycorticosterone acetate have been administered 
by pellet implantation in both women and men.* 
Testosterone has an anabolic effect in both men 
and women, provides greater endurance, has a 
favorable but limited effect on hemoglobin and red 
cell count and restores pubic and some axillary 
hair, which has definite psychologic value. Des- 
oxycorticosterone elevates the blood pressure and 
appears to add to the improved sense of well-being, 
as it does in Addison’s disease. On this regimen 
one patient with Sheehan’s disease has been ob- 
served to have a complete cessation of hypoglycemic 
reactions which she had experienced prior to re- 
ceiving therapy. 

Desiccated thyroid may be administered orally 
after the therapy described has been in effect for a 
month or more. Doses of 1 or 2 gr. may then be 
tolerated, whereas without the protective effect of 
testosterone and desoxycorticosterone fairly rapid 
weight loss, weakness, tachycardia or, even more 
important, the precipitation of an acute adrenal 
crisis, may be produced by desiccated thyroid. 

Usually 4 or 6 pellets of testosterone (75 mg. 
each) are implanted every three to four months. 
Two pellets (75 mg. each) of desoxycorticosterone 
are inserted with the initial implantation of testos- 
terone but do not require replenishment for six 
months or longer. Loss of weight, increasing fatiga- 
bility and decreasing blood pressure are usually 
present when the desoxycorticosterone pellets have 
been completely absorbed. I have implanted all pel- 
lets in the subcutaneous tissue of the anterior sur- 
face of the thigh because this area is accessible and 
it is more convenient for the patient to palpate 
the pellets and determine when they are almost 
gone. 

ACTH has been used in 4 patients with proved 
hypopituitarism, with excellent results in 3. One 
woman, 60 years of age, with rheumatoid arthritis 
who had been maintained on testosterone and des- 
oxycorticosterone for over a year without much 
improvement in arthritis was then given ACTH in 
doses up to 80 mg. a day during the first week, 
with a gradual reduction to 20 mg. a day during 
the next few weeks and finally 10 mg. every other 
day for four months. She has had as near a com- 


*The author is indebted to the Schering Corporation for the gener- 
ous supply of pellets used in some of the cases. 


plete restoration of health as would seem possible. 
Pellets of testosterone and desoxycorticosterone ace- 
tate were reimplanted after several weeks of ACTH 
therapy. During the six months of treatment there 
has been a gain of 20 pounds in weight without 
evidence of fluid retention or Cushing-like signs. 
ACTH therapy has been discontinued for three 
months without a relapse of the arthritis. 

A 60-year-old man with hypopituitarism due to a 
chromophobe tumor (which had also produced 
bitemporal hemianopsia and had been successfully 
treated with roentgen therapy 12 years before) had 
been receiving pellet implantations about every 
three months for eight years. He had chosen this 
form of therapy in preference to intramuscular 
injection, oral or buccal administration. On a total 
of 25 mg. of ACTH daily given in divided doses 
two times a day there has been such an improve- 
ment in energy and decrease in fatigability that he 
has a renewed interest in his business, expanding 
it for the first time in years. He has been on this 
dosage for three months without complications. 
Part of his improvement may be credited to a 
mild euphoria. Whenever the dose has been re- 
duced, the effect is readily noticed and the pre- 
ceding dosage has been resumed. Implantation of 
testosterone pellets has been continued. 

The third patient with objective hypopituitarism, 
a man of 57 years, almost totally blind from pituit- 
ary tumor, has received marked subjective improve- 
ment as regards lack of energy and aching joints 
on ACTH and believes that 10 mg. every other day 
has maintained this improvement over a period of 
three months. 

The fourth patient, a man of 27 years, whom we 
have observed over a period of 10 years and have 
given the aforementioned regimen irregularly, was 
given a trial of 40 mg. of ACTH daily for a week. 
Although the eosinophil response indicated re- 
sponsive adrenal cortices, no noticeable effect was 
noted by the patient nor was any change observed 
clinically. ACTH was given twice daily to this 
patient instead of every six hours, which may have 
been the explanation of failure to improve, but 
insufficient dosage may also have contributed. The 
administration of desiccated thyroid before giving 
ACTH is said to enhance the effect of the latter, 
but should be given with caution, as stated.’ 

In refractory cases such as the fourth case may 
prove to be, cortisone should be tried. Initial doses 
of 100 mg. a day should suffice. We found corti- 
sone to be effective orally and this was confirmed 
in a communication from Dr. Carlisle* of Merck 
& Co. To date it appears equally as effective, dose 
for dose, as when given parenterally. The suspen- 
sion may be flavored with fruit juice or placed in 
gelatin capsules. Tablets are now available. 

In view of its apparent effectiveness by the oral 


*To whom the author is grateful for a generous supply of corti- 
sone acetate in tablet form. 












route there would appear to be little need for pel- 
lets of cortisone. We have tried desoxycorticosterone 
by the buccal route in hypopituitarism without 
effect on blood pressure or clinical findings. Per- 
haps larger swallowed doses might be as effective 
as pellets and may well have been tried by others. 

The most practical therapy of panhypo- 
pituitarism, therefore, would appear to consist of 
substituting those hormones of the secondary en- 
docrine glands rather than the tropic hormones of 
the pituitary, with the exception of ACTH. While 
cortisone may not accomplish all that ACTH ther- 
apy does, it may suffice for satisfactory results. In 
some cases of hypopituitarism in males, oral or 
buccal administration of testosterone is satisfactory. 
The response to oral therapy, however, is less satis- 
factory than intramuscular or pellet administration 
if one can accept the patient’s verdict. Administra- 
tion of desoxycorticosterone has been used chiefly 
in the more severe cases of hypopituitarism. 

Amenorrhea occurs in females with enlarged 
sellas presumably due to chromophobe tumor who 
do not always have evidence of panhypopituit- 
arism. Examination of the vaginal smear in pan- 
hypopituitarism shows absence of glycogen in the 
epithelium (Mack technic),” whereas if glycogen is 
present it is unlikely that significant panhypopituit- 
arism is present. 

Administration of estrogen will glycogenize the 
vaginal smear in panhypopituitarism and bleeding 
may occur upon withdrawal or upon administra- 
tion of progesterone, parenterally or buccally. If 
the vaginal smear is glycogenized before therapy, 
progesterone alone may induce flowing. Estrogen- 
progesterone therapy may be used in panhypo- 
pituitarism in females under 40 years of age for 
whatever psychologic value may be derived. 

In males, spermatogenesis is possible with ad- 
ministration of chorionic gonadotropin, and I have 
observed 1 case in which spermatogenesis occurred 
in a man of 38 with the administration of chorionic 
gonadotropins and methyltestosterone initially; the 
spermatogenesis was maintained by the latter 
alone.’ 

If chorionic gonadotropin is to be used with hope 
of spermatogenesis in the younger male with hypo- 
pituitarism, its effectiveness will be shown in much 
the same way as upon administering testosterone. 
Since chorionic gonadotropin stimulates Leydig cell 
formation and function, growth of pubic hair 
should occur, libido and erections should be in- 
creased as well as the general anabolic effects of 
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testosterone. Continued use for periods of over a 
year are impractical so that one usually resorts to 
testosterone. In an all-out attempt to render the 
male hypopituitary patient fertile, administration of 
chorionic gonadotropin (and FSH if available, 
minimum 1,000 units), ACTH, 10 to 40 mg. and 
desiccated thyroid, 1 to 2 gr. could be tried daily. 
If fertility is not a problem, the therapy may be 
carried out according to the following plans, de- 
pending on the severity of the disease, their effec- 
tiveness and cost of the various products. Desic- 
cated thyroid may be used after the initiation of 
treatment and continued if benefit is derived. 


1. ORAL OR BUCCAL ROUTE 


(a) Testosterone (free or methyltestosterone)— 
30 to 50 mg. daily. 

(b) With or without cortisone daily—2o to 100 
mg. daily. 


2. PELLETS AND CORTISONE 


(a) Testosterone (75 mg.)—4 to 6 every two to 
four months. 

(b) Desoxycorticosterone (75 mg.)—1 to 2 ev- 
ery 6 to 12 months. 

(c) Cortisone (oral or parenteral)—25 to 100 
mg. daily. 


3. TESTOSTERONE AND ACTH 


(a) Testosterone pellets as above, or 

(b) Oral testosterone as above, or 

(c) Parenteral testosterone (free or propionate) 
—50 mg. every other day. 

(d) ACTH (may be tried alone in these doses) 
—5 to 25 mg. daily for maintenance. 


For acute adrenal insufficiency of panhypo- 
pituitarism, ACTH may be given intravenously 
in doses of 10 to 50 mg. along with 500 to 1000 
cc. of saline solution administered slowly or par- 
enterally in doses up to 100 mg. every four hours 
depending on response, but for immediate action 
adrenal cortical extract is preferable along with 
intravenous glucose, saline and antibiotics if indi- 
cated. When ACTH is employed for any length 
of time (after recovery from the acute state) in 
doses over 40 mg. daily, the usual precautions 
against potassium depletion and salt retention 
should be observed by administering potassium 
on the one hand and restricting salt on the other. 
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For general practitioners, in whose practice is included a 
major proportion of the medical management of infants 
and children, and for the specializing pediatrician as well, 
PostcrapuaTE Mepicine presents this special regular de- 
partment devoted to brief discussions by recognized 
authorities on their preferred methods of the treatment 
and management of diseases and problems of infancy and 


childhood. 





Disturbances of Growth 


JOSEPH A. JOHNSTON* 


HENRY FORD HOSPITAL, DETROIT, MICHIGAN 


N an analysis of the 
] presenting complaints 

of 2000 infants and 
children brought to an 
active clinic, 7 per cent 
related to an abnormality 
of growth ard develop- 
ment. As might be ex- 
pected, the complaint was 
unjustified in a fairly 
large percentage of these, 
the parents failing to ap- 
preciate the variability 
within the normal range. 
Commonly, a comparison 
of their child with a neighbor’s of similar age led 
to the concern. 

The assessment of the normalcy of growth and 
development poses some very real problems that 
lack a simple clinical solution. The use of height 
and weight as over-all measures of progress in 
growth has a limited value. Because such measures 
derive from averages of cross sectional material, 
unjustified concern results from failure to view 
them with the deviations of the normal frequency 
curve in mind. Their value increases when they 
are used as points in a curve of growth, but this 
requires serial measurements at significant time 
intervals. Wetzel’s grid or the lowa Growth Charts 
make a practical application of this type of chart- 
ing and represent an improvement over the iso- 
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lated measurement. However, except when defects 
are extreme, they do not reflect variations in the 
composition of growth that should concern the 
clinician. With balance studies, we have recorded 
periods of as long as six months when huge 
amounts of nitrogen and calcium were being added 
to a convalescent body while the weight curve re- 
mained a plateau, and conversely we have recorded 
equally long periods of weight gain accompanied 
by nitrogen and calcium loss (Figure 1). Much of 
this information can be gained by inference from 
a carefully taken dietary history and a knowledge 
of the varying requirements for growth at its dif- 
ferent levels. 

When the problem of growth retardation can be 
accepted as real, however, the approach to its 
solution involves a consideration of the following 
major factors influencing it: heredity, diet, infec- 
tion, congenital defects in major systems—central 
nervous, cardiorespiratory, genitourinary, gastro- 
intestinal, muscular and osseous—and the endo- 
crine glands. 


HEREDITY 


An isolated observation of height and weight 
that results in a child’s appearing much smaller or 
larger than his chronologic peers might be dis- 
missed as due to an inherited factor, but it is still 
true that a pathologic departure from normal would 
be evident when two determinations are made at 
significant intervals. For example, in one case I 
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was willing to accept as familial a child’s small- 
ness and to reassure the parents until on subse- 
quent observations it was noted that her progress 
in height and weight plotted against time showed 
her to be advancing at a pathologically slow rate. 
It was not until two years later that signs of in- 
creased intracranial pressure appeared which led 
ultimately to the diagnosis of craniopharyngioma. 
Comparing this child’s weight with that of girls of 
similar height gave no helpful information, but 
plotting progress in both directions against time, 
as is done on the right hand side of the Wetzel 
grid, gave a picture of dwarfism (Figure 2). 


DIET 


The extent to which diet plays a role in growth 
disturbances is rather heavily conditioned by the 
economic circumstances. In analyzing growth fail- 
ure in a clinic for indigents, the food factor is of 
major importance. In a study of a group of chil- 
dren with a complaint of malnutrition from the 
middle upper economic strata, it was of far less 
significance and in 86 per cent of those it was 
much more likely that a disease process would be 
found interfering with the utilization of food. The 
composition of growth will of course be heavily in- 
fluenced by diet, and a careful record, such as a 
diet diary for a week, contributes importantly to 
an understanding of this at critical periods such as 
adolescence. While at periods of more stable 
growth a fairly wide latitude in the intake of pro- 
tein can be tolerated without ill effect, the exact 
fulfillment of the requirement becomes much more 
important during the sharply accelerated and de- 
celerated phases of growth that precede and follow 
menarche in the girl. 

The slipped epiphysis of the adolescent occurs 
quite consistently in the accelerated phase of adoles- 
cent growth and seems to be associated with a dis- 
proportionately rapid gain in weight. Studies on 
seven of these children show that while they were 
gaining well in weight they were storing calcium 
inadequately, and logical management of the obese 
adolescent calls for a very rigid fulfillment of the 
calcium and vitamin D requirement, while at the 
same time the caloric intake is being restricted at 
the expense of carbohydrate and fat. Calcification 
would appear to be a function not only of intake 
but also of growth speed. Data are reproduced 
showing the calcium and nitrogen balance for five 
of these children, three with and without vitamin 
D, one with thyroid and one with testosterone 
(Figure 3). While the low or negative balances 
in the control period in these children were un- 
doubtedly due in part to bed rest and surgical 
intervention, such balances can be improved by 
giving added vitamin D but are made worse by 
thyroid and testosterone. 
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FIGURE 1. Cumulative nitrogen and calcium balances, 
showing the consistent accumulation of nitrogen and 
calcium to be compatible with a steadily declining 
weight curve. 


(From Johnston, J. A.: Am. J. Dis. Child. 59:287, 1940.) 


INFECTION 


It is common to find that the food intake is ade- 
quate and yet that there is a failure of weight gain 
in the child with chronically infected tonsils. The 
effect of a focal infection on growth is somewhat 
obscure but must involve a toxic destruction of 
protein independent of fever. Figure 4 shows re- 
sults of a study of the retention of nitrogen and 
calcium before and after a tonsillectomy as an ex- 
ample of the effect on the nutritional state of 
removing a focus of infection. This study was 
stimulated in part by a desire to check the nature 
of the weight gain that followed tonsillectomy. In 
the sense that this gain includes improved storage 
of nitrogen and calcium, it can be considered de- 
sirable. 


CONGENITAL DEFECTS IN MAJOR 
SYSTEMS 


True retardation of growth is a component of 
any serious defect in the major systems—central 
nervous, cardiorespiratory, genitourinary, gastro- 
intestinal. Thus, it is common to refer to “renal 
infantilism,” “intestinal infantilism,” “cardiac in- 
fantilism,” etc. In the first year of life, particularly 
when the problem of slow growth is present, these 
are the first items to investigate. As typical of this 
situation, a five months old infant was seen be- 
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2. In terms of weight for a given height, this child did not depart greatly from the normal 
but it was quite evident from the right hand side of the chart that the developmental level resultant 
of growth in two directions was definitely dwarfish. 


“The Child in Health and Disease." 


FIGURE 


(Reproduced from Grulee and Eley: 


cause of failure to gain in height or weight in 
spite of an excellent feeding and perfect home en- 
vironmental circumstances. When the usual physi- 
cal examination revealed no obvious cause for this, 
renal studies were clearly indicated. An intravenous 
pyelogram revealed a polycystic kidney. 


CELIAC DISEASE 


The intestinal infantilism produced in this dis- 
order is evidenced in slow growth in weight be- 
fore the overt manifestations of digestive difficulty 
become apparent; in fact, the writer believes that 
this disturbance usually has a dual etiology. The 
factors associated with abnormal stools have been 
listed as infectious, allergic and emotional, and yet 
none of these in itself commonly causes intolerance 
to starch and fat. In a series of nearly 40 of these 
children, 26 showed manifestations of thyroid de- 
ficiency and failure of normal growth preceding 
the appearance of stools characteristic of starch in- 
tolerance or indigestion. Eighteen showed infection, 
usually of the adenoids. In 11 there was a strong 
psychogenic element involved in their management 
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by oversolicitous parents or, at the other extreme, 
an absence of normal maternal relations. Allergy 
seemed to play a role in only two cases. All four 
of these elements should be looked for in the child 
with chronic intestinal indigestion, but the finding 
of infection cannot be accepted as the sole cause of 
the disease unless it is also associated with and su- 
perimposed on a metabolic defect, such as would re- 
sult from a thyroid deficiency (Figure 5). It was 
possible to determine calcium balances on two of 
these children and to show that while the stools 
could be controlled by the conventional high pro- 
tein diet, calcium was still not absorbed until thy- 
roid was given. The amounts required for this cor- 
rection are as small as might be expected when the 
need for this hormone exists, namely 4 gr. v.s.P. 
In fact, one of the few good tests for thyroid de- 
ficiency in the first year is the sensitivity to its ad- 
ministration. 


ENDOCRINE BASIS FOR GROWTH 
FAILURE 


Pituitary—True pituitary dwarfism is seldom 
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FIGURE 3. CALCIUM BAL- 
ANCE IN EPIPHYSIOLYSIS. 
The low or negative bal- 
ances in the control peri- 
ods are in part referable 
to bed rest and surgical 
intervention. They can be 
improved with vitamin D 
but are made worse by D 
thyroid and testosterone. 


uncomplicated by another deficiency since normal 
thyroid function depends upon the thyrotropic hor- 
mone. We have as yet no useful preparation for 
the management of pituitary dwarfism save the 
recognition of tumors and their surgical removal. 
The growth hormone in the preparation ANTUITRIN 
G® does cause nitrogen storage but quickly pro- 
vokes antihormones and has no effect after a few 
weeks. 

Thyroid deficiency—The degree of hypothy- 
roidism severe enough to produce a cretin is con- 
sidered too obvious a problem to be discussed here. 
It is never evident at birth, manifesting itself about 
two months after the effect of maternal thyroid 
has been lost. While the cretin state is generally 
appreciated, lesser grades of thyroid deficiency are 
commonly ignored, manifesting themselves chiefly 
by a failure to grow in height and weight at a nor- 
mal rate, and ultimately by such overt signs of 
bowel dysfunction as the celiac syndrome. In the 
presence of an adequate diet and good care, and in 
the absence of either chronic infection or a con- 
genital defect in one of the major systems, evidence 
of thyroid deficiency should be sought as a cause 
for slow growth. The means usually employed to 
confirm the impression include assessment of the 
skeletal age, determination of the alkaline phos- 
phatase, carotene, cholesterol, glucose tolerance 
curve, uptake of radioactive iodine, and, in the 
older child, determination of the basal metabolic 
rate. A final observation to be made is the response 
to therapy. 


EPIPHY¥SIOLYSIS 





D Thyroid 


mal 
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In the year old infant, the normal variation in 
bone age is great enough to make this assessment 
difficult to evaluate. We employ the standards sug- 
gested by Vogt and Vickers which have the use- 
fulness of recognizing the departures from the 
statistical mean. Alkaline phosphatase levels parallel 
the speed of growth. Levels under 4 have been 
noted in the untreated cretin. The level of choles- 
terol has been of little use in our experience, 
though a sharp rise following the withdrawal of 
treatment is said to occur. It takes, however, be- 
tween seven and nine weeks for the effect of thyroid 
to wear off. 

Elevated carotenes are said to characterize the 
hypothyroid state but can scarcely be expected to 
do so if there is also the complication of steator- 
rhea which frequently occurs. A practical clinical 
use of the uptake of radioactive iodine is not yet 
available. It is our current feeling that the single 
reading 24 hours after ingestion as compared with 
the previous day’s base line may be the most useful 
way to employ this measure. It should be empha- 
sized that the dose required to correct thyroid de- 
ficiency in the infant and small child is very small. 
One of the real indications for the need for thyroid 
is the sensitivity of response to it. We usually 
begin with % gr. u.s p. and cautiously increase the 
dosage. Even in cases of fully developed cretinism 
14 gr. has usually proved to be sufficient. It should 
be recalled that excessive amounts result in nega- 
tive calcium balances whereas sufficient amounts 
convert a negative balance to a positive one. 
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FIGURE 4. The effect of the removal of infected tonsils 
on the retention of nitrogen. Patient was a g year old 
boy; height, 50 inches; established weight, 58 pounds; 
tonsillectomy, first day, fifth period. 


(From Johnston, J. A.: J. Pediat. 12:563, 1938.) 


Testosterone—Talbot et al. feel that there is a 
place for this hormone in promoting growth when 
emotional and nutritional factors and hypothy- 
roidism have been excluded as a cause for retarda- 
tion, especially in retarded boys of adolescent age. 
It cannot yet be said, they warn, that such hor- 
monal therapy is free from permanently harmful 
effects on testicular function. In our balance studies 
with this hormone, increased retention of nitrogen 
was accompanied by a fall in the storage of calcium 
and, with the doses we used, undesirable stimula- 
tion of the sex glands. This may not prove to be 
true of the newer preparation, mestenediol, but our 
experience with this is too limited as yet. 

Adrenal—Adrenal insufficiency is of course in- 
compatible with growth but the other manifesta- 
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FIGURE 5. Patient’s history suggested thyroid deficiency 
at 10 months of age; celiac symptoms appeared at 14 
months of age. RBC, 3.8 million; Hbg., 10.9 gm.; glu- 
cose tolerance, 72, 76, 74, 54 mg. per 100 cc.; A—ab- 
sorption, 31.9 micrograms; carotene, 180 micrograms. 


(From Johnston, J. A.: J. Pediat. 35:1, 1949.) 


tions of this defect overshadow this strikingly. 
Rarely will a consideration of this hormone arise 
when the presenting complaint is growth failure 
alone. 


THE OBESE ADOLESCENT AND HYPO- 
GENITALISM IN THE MALE 


This is included as a growth disturbance be- 
cause of the widespread feeling that there is some 
defect in genital development associated with the 
obesity so commonly seen in the adolescent. Part 
of the reason for assuming an endocrine disturb- 
ance has been the misinterpretation of basal meta- 
bolic determinations done on such children. Cal- 
culated on the conventional surface standards, the 
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rates are of course reported as low. This basis, 
however, gives misleading results when there is an 
excessive amount of fat. 

A truer interpretation of the metabolic rates 
results when the standard predicted from the Wet- 
zel developmental level is used in which excessive 
fat does not contribute proportionately to raise the 
level. A height standard may also be used, and 
when the calculations from this standard are com- 
pared with those on a surface area basis, the cor- 
rection is of the magnitude of 20 per cent. Not 
only is thyroid not helpful for these children; it is 


actually harmful, resulting in the demineralization 
that results from excessive thyroid. 

Most obese boys, in whom the question of ade- 
quacy of genital development is raised by parents, 
have normal genitals which are merely obscured 
by a fat pad, and can be expected to appear more 
normal after weight reduction by diet. True in- 
fantilism should be considered in the boy of 17 
whose testes have an actual mass equivalent of less 
than a volume of 2 cc. and at that time some 
thought could reasonably be given to specific treat- 
ment with chorionic gonadotropin or testosterone. 
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Treatment of Whooping Cough 


WILLIAM L. BRADFORD* 


UNIVERSITY OF ROCHESTER SCHOOL OF MEDICINE, ROCHESTER, NEW YORK 


ETWEEN 1941 and 
1945 approximately 
13,000 deaths from 

whooping cough occurred 
among persons under 15 
years of age in the United 
States. Ninety-six per cent 
of these deaths were in 
children under 5 years of 
age. About 70 per cent of 
the deaths from pertussis 
now occur during the 
first year of life and 40 
per cent of these are in 
infants under 5 months 
of age. The usual hospital mortality rate is between 
5 and 10 per cent. 

Although the general mortality rate has gradual- 
ly decreased since 1935 there has been, during this 
period, an increase in the death rate of children 
under 1 year of age, and a corresponding decrease 
in the percentage of deaths among those over 1 
year of age. This finding has been explained in 
part by the beneficial effect of vaccine given to 
older infants and children and by the more effec- 
tive administration of the newer therapeutic agents 
to the older patient, particularly in the treatment 
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*Professor of Pediatrics, Univergity of Rochester School of Medicine, 
Rochester, New York. 





of pneumonia which is an important factor in the 
cause of death. 

According to Dauer the highest mortality rate 
now exists in rural rather than in urban areas and 
depends in part upon the relative lack of adequate 
hospital facilities for the proper management of the 
more serious types of infection. 

Early diagnosis and isolation are important for 
they give protection to the patient against super- 
imposed infections and prevent the spread of 
pertussis to others. Bed rest is desirable during the 
early stage of the disease. Constant room temper- 
ature is preferable to extreme changes which pro- 
voke coughing. Smoke, dust and excitement should 
be avoided. 

When vomiting is excessive, small frequent feed- 
ings are indicated. A diet adequate in calories and 
vitamins should be offered. 

There is no other disease in which good nursing 
care is more essential. The handling of severe 
paroxysms with cyanotic spells and the feeding of 
such patients constitute a nursing problem which 
demands the services of an experienced individual. 
Obviously such service is frequently found only in 
communicable disease hospitals. Oxygen is perhaps 
the most important single therapeutic agent for 
cases with convulsions (about 8 per cent of hos- 
pitalized patients) and for those with dyspnea with 
or without cyanosis. 
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Strangling caused by the accumulation of mucus 
in the bronchial tree may be relieved by aspiration 
with a soft rubber catheter. This, also, is most 
effectively done by an experienced nurse. A mod- 
erate amount of steam inhalation may be useful in 
certain cases. 

Sedatives should not be given excessively, for 
they abolish the cough reflex which in time leads 
to retention of the bronchial secretions. 


DRUGS 


The following drugs are useful (doses given for 


5-year-old child): 


Phenobarbital ..30 mg. (% gr.) 

Codeine sulfate ....... 15 mg. (% gr.) 

a ee 2cc. (30 minims) 
Phenobarbital sodium ..30 mg. (4 gr.) intramuscularly 


as 
~ 


The rectal instillation of 4 cc. of ether in 15 cc. 
of olive oil every eight hours as necessary is effec- 
tive for severe paroxysms. Convulsions are often 
relieved by the prompt administration of oxygen 
and sometimes by the performance of a lumbar 
puncture. Sulfadiazine is effective against Hemo- 
philus pertussis in vitro and in vivo. It is also use- 
ful against certain complicating pyogenic organ- 
isms. The dose is 0.1 gm. per kilogram of body 
weight (14 to 1 gr. per pound) per day. 

There is no one antibiotic which may now be 
said to be the one of choice. Streptomycin, aureo- 
mycin, CHLOROMYCETIN® and terramycin are all 
effective against H. pertussis in vitro and each pro- 
tects mice against the experimental disease. There 
is also some evidence of the favorable action of 
each against the clinical disease. 
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In the case of streptomycin the organism may 
become rapidly resistant. Moreover, the administra- 
tion of this drug may lead to permanent deafness 
in certain instances. It should not be used for more 
than two to four days. The dose is 50 mg. per 
kilogram of body weight daily in equal doses every 
four hours. 


SERUMS 


Human and rabbit antiserums are effective and 
should be used in all severely ill infants. As a result 
of the injection of these antiserums significant 
humoral antibody titers against the organism can 
be readily demonstrated. 

Hyperimmune human serum may be injected 
in from 20 to 40 cc. amounts either intramuscular- 
ly or intravenously at 48 hour intervals for two or 
three injections. 

Gamma globulin prepared from hyperimmune 
human serum (hypertussis) may be injected intra- 
muscularly in 2.5 cc. doses every 48 hours for 
three or four injections. 

Antipertussis rabbit serum possesses a much 
greater content of antibody per volume than does 
either of the two human serums. It is injected in 
doses of from 2 to 10 cc. every 48 hours for two or 
three injections. Preliminary tests for sensitivity 
should be made before injection of this serum. It 
is particularly effective in combination with sulfa- 
diazine. 

Any one of these three serums should be used 
prophylactically for the passive protection of ex- 
posed infants who have not had the benefit of 
active immunization, 
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THE PHILOSOPHY OF 
REHABILITATION 


First and then a second World War 
A made us realize the full importance 
of reaching and maintaining opti- 
mum physical and mental efficiency, not 
only in our armed forces but throughout the 
production line of industry. To do so was 
essential if we were to achieve victory over 
our enemies and maintain economic stability 
on our home front. 

Accordingly it was imperative that the 
casualties of mobilization and battle, and 
those of industry and disease, be returned to 
duty with maximum effectiveness in the 
shortest possible time. 

The dynamic and untiring efforts of Dr. 
Howard A. Rusk, Dr. Harry D. Kruse and 
many others have quickened the interest of 
business and industry in rehabilitation and 
its relationship to our future economy. Mel- 
lon Institute, the Baruch Committee, and 
hundreds of other enthusiastic organizations 
and individuals are carrying the ideals and 


objectives of rehabilitation to the far corners 
of our country. 

It is my opinion that every person in any 
of these special groups, including the family 
physician, should regard himself, in the true 
sense of the word, as a rehabilitationist. If 
we are to produce maximum comeback 
after accident, illness or mental handicap, it 
is imperative that every person having a part 
in care and convalescence, from his very first 
contact with the patient to his last, consider 
and plan the patient’s early return to eco- 
nomic independence. 

In addition to his medical responsibility, 
there is also a sociologic responsibility that 
every physician must assume if he is to ful- 
fill his obligation to his patients. It is essen- 
tial that he appraise his patient’s possibilities 
as a wage earner after he returns to his old 
job. It is most important from the first to 
place the patient in the right mental attitude 
toward his convalescence. He needs more 
than encouragement; from the beginning 
he needs something tangible for which to 
strive. 

Of course there are some who, because of 
the degree of their disability, can never re- 
turn to anything like their former jobs. At 
the very beginning every rehabilitationist— 
doctors, social workers, physical therapists, 
occupational trainers, and others—must rec- 
ognize that, if the patient cannot return to 
his former occupation, his convalescence 
should be so designed that he may fit him- 
self for some productive line of endeavor 
and so become an independent, self-respect- 
ing citizen. 

Teamwork on the part of all who bear the 
responsibility of rehabilitation is essential for 
successful fulfillment of their obligation. 
Each rehabilitationist may do his part well, 
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but unless, from the beginning of the pa- 
tient’s disability through his convalescence, 
the over-all picture of his economic and 
social potentialities is kept in the minds of 
all who aid in his rehabilitation, the pro- 
gram is incomplete. In other words, if the 
patient is not prepared for his new position 
in life, the individual efforts of well wish- 
ing rehabilitationists and specialists who 
have contributed to his improvement have 
been to a certain extent wasted for want of 
constant attention to the avowed goal—to 
return the patient to the community as a 
self-respecting, economically independent in- 
dividual. 

The job of evaluating the patient’s poten- 
tialities should start at the beginning of his 
disability with the family doctor, orthopedic 
surgeon, or whoever first sees the patient. It 
is he who should first recognize the patient’s 
potentialities, his future limitations and the 
extent of his handicap; he should then in- 
augurate and continue the program of re- 
habilitation until the patient has returned to 
an occupation for which he is adequately 
trained and adapted. The vocational reha- 
bilitationist or guide should be brought into 
the picture early, before the patient’s handi- 
cap has become permanently established. 
The economic loss of a late start toward edu- 
cation and training is tremendous. 

The problem of restoring the rapidly in- 
creasing number of disabled persons to eco- 
nomic independence as early as possible is 
becoming acute throughout the nation. Dr. 
Rusk points to the fact that about 23 mil- 
lion persons in the United States—nearly 
one-sixth of the population—are handicap- 
ped to some extent by disease, accidents, 
maladjustments or war. Approximately 1014 
million persons each year suffer disabling 
accidents. Of these, nearly a half million in- 
cur a permanent disability. Dr. Rusk esti- 
mates that over seven million persons in the 
United States are disabled by diseases of the 
heart and arteries, and 6,850,000 by ortho- 
pedic conditions. Dr. George Deaver and 
others feel that, unless something is done to 
restore handicapped persons to vocations best 
suited to their disabilities and abilities, by 








1980 every able-bodied person will be sup- 
porting a disabled person. Economists point 
out that we cannot carry this burden and 
maintain our present standards of living. 
Metropolitan and industrial centers of 
population with their large rehabilitation 
and hospital facilities are making great 
strides not only in starting rehabilitation 
early but also in carrying through an over- 
all program of restoring the handicapped to 
a high degree of efficiency and usefulness. 
It is impossible for the metropolitan centers 
to serve more than one-tenth or one-twen- 
tieth of one per cent of the individuals who 
need their guidance and service. There is an 
urgent need for an even greater educational 
program which will make those far from 
the great centers recognize their responsi- 
bility as rehabilitationists in returning to 
productivity and usefulness the many handi- 
capped persons in their own communities. 


WwW we need is a philosophy of doing, 


not stagnating; of producing, not sim- 
ply using; of independence, not dependency. 
This is an all-out project in which not only 
rehabilitationists but every man and woman 
in the country today should play a part. 
Compensation or liability insurance often 
acts as an obstacle to rehabilitation because 
the carriers take little or no responsibility 
beyond paying at a fixed rate for the period 
of time the patient is unable to work, and 
then paying a settlement determined by the 
degree of permanent disability. No thought 
is given to the patient’s future, to change in 
his occupation nor to his readjustment to a 
new life. The carrier’s objective too often is 
that of ending the disability payments, not 
of rehabilitating the patient to a position 
of usefulness. Personally I feel that the in- 
surance company would be money ahead, 
and the patient also, if a plan were evolved 
by which a premium would be paid to the 
injured worker with less permanent disabil- 
ity and a shorter period of time away from 
work. Such a scheme would encourage early 
rehabilitation and great economic saving for 
industry. 
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Industry often offers another obstacle by 
not making a place for these handicapped 
people. Though they may be liabilities in 
one position, they can, if rehabilitated, safe- 
ly perform another type of work. If we are 
to make full and economical use of our 
manpower, we must recognize the produc- 
tive value of handicapped workers. 

A phase of rehabilitation to which we 
must direct particular attention in the next 
few years is that of our aging population. 
Census estimates show that 1114 million peo- 
ple in this country are over 65 years of age 
and that at the present life expectancy we 
will almost double that number in 30 or 40 
years. A recent census report shows, that of 
3% million persons over.the age of 65, about 
one-third are without cash income, and the 
other two-thirds have an average income of 
$808.00 a year. Only 10 or 15 per cent have 
sufficient savings to be financially independ- 
ent. In another 30 years each able-bodied 
person, in addition to supporting one dis- 
abled person, will probably have to support 
an aged person as well. 

If we are to meet this problem squarely 
we must first change radically our concept 
of the value of age. An aggressive, nation- 
wide program must be developed, not only 
to educate the aging to the necessity of pur- 
poseful, productive living, but also to edu- 
cate the young to a respect for the position, 
experience and ability of the old. Further, 
the young must recognize that the time will 
come when they themselves will have to ad- 
just their productive activity to advancing 
age and to strive to maintain a high level of 
physical and mental efficiency throughout 
their lives. 

Our concepts of rehabilitation and the 
training of the handicapped and of the aging 
must change with the needs of our economy. 
We must expand our field of vision to em- 
brace the entire broad horizon of the prob- 
lem if we are to encompass these needs and 
if we are to fulfill our obligations as re- 
habilitationists. 

J. E. M. THomson 


(Condensation of a talk presented before the Third Annual Sym- 


posium on Orthopedic Appliances at Mellon Institute, Pittsburgh, 


Pennsylvania.) 


Editorials 





TRICHINOSIS 


or more than 1o years Dr. S. E. Gould, 
Frparhotogs to the Eloise Hospital and 
Infirmary in Eloise, Michigan, has been 
working on trichinosis. His original thesis,’ 
for the degree of master of science in path- 
ology in the University of Michigan, dealt 
with the incidence of trichinosis among 
county hospital patients in the Detroit area. 
The conclusion was that trichinosis is far 
more common than is ordinarily believed. 
In a series of 500 unselected consecutive 
autopsies 93 positive cases of infestation with 
Trichinella spiralis were found. Increasing 
frequency of infestation was noted in suc- 
cessive decades from the fourth to the eighth 
inclusive. In none of the 93 patients with 
trichinosis was the disease recognized clini- 
cally; some of the patients had reported 
rheumatic symptoms and one had, in fact, 
been diagnosed as having polyneuritis. 
Subsequent papers by Dr. Gould have 
dealt with immunologic reactions, the path- 
ology of trichinosis and new devices for 
studying the incidence and _ pathologic 
changes that occur with this disease. In 1945 
he described an effective method for the 
control of trichinosis in the United States.” 
When the methods of study were more 
thorough, an incidence as high as 36 per 


cent had been found, as in a series studied in 
Cleveland, Ohio. 


Trichina infestation comes primarily from 
eating trichinous pork. The hog becomes 
infected from eating scraps of uncooked 
trichinous pork present in garbage. About 
one and a half per cent of hogs slaughtered 
are found to be infested. In any given year 
nearly go million hogs are slaughtered and 
much of the material eaten in the United 
States, the remainder exported. Each Ameri- 
can who eats pork consumes about three 
servings of trichinous pork each year. 

During the past 50 years little progress has 
been made in the control of trichinosis in 
the United States. Approximately 70 per 
cent of American pork is prepared in plants 
under governmental inspection. - However, 
this does not necessarily prove that the meat 
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is free from living ¢richinae. A large part 
of the total American pork supply is open 
to the danger of carrying live parasites. The 
consumer may eat pork that has been placed 
in such meat products as frankfurters, ham- 
burgers, sausages, meat loaf and chop suey. 
If this has been insufficiently cooked or in- 
adequately processed, the risk of trichinosis 
is apparent. Dr. Gould feels that sooner or 
later a method must be adopted for pro- 
ducing a supply of pork free from the dan- 
ger of causing trichinosis in man. That the 
condition can be controlled is apparent from 
the statistics of other countries such as Can- 
ada, Poland, Germany and Denmark. Sta- 
tistics show that in the United States over 
14,000 hogs per million were found trichin- 
ous compared to only seven hogs per million 
in Copenhagen. 

The measures which have been advocated 
for the control of trichinosis include destruc- 
tion of rats, elimination of garbage and of 
infected material from the feed of hogs, 
cooking of all garbage fed to hogs, micro- 
scopic inspection of pork, proper processing 
of all pork products which might be eaten 
without cooking and a campaign of educa- 
tion directed to the public on the necessity 
of cooking pork and pork products ade- 
quately before they are eaten. The principal 
methods for controlling trichinosis include, 
therefore, microscopic inspection of pork, 
cooking of all garbage fed to hogs and proc- 
essing all pork prior to ultimate sale. 

In Postgraduate Medicine for April, 1949," 
Dr. Gould published an article on the diag- 
nosis and treatment of trichinosis presented 
as a paper before the meeting of the Inter- 
state Postgraduate Medical Association in 
1948. In that article and in several others he 
has reviewed his thesis and has emphasized 
the necessity for a positive campaign design- 
ed to eliminate this unnecessary hazard from 
the American dietary. The following tem- 
peratures maintained for designated peri- 
ods in the central portions of pork are 
effective in killing all trichina larvae which 
may be present—namely, from -16.0° F. or 
-27°°C., maintained for 36 hours, to tem- 





peratures of —34.6° F. or -37° C. below zero 
maintained for two minutes. Considerable 
economy might be effected, Dr. Gould* 
suggests, by subjecting pork products to 
rapid methods of refrigeration or to lower 
temperatures for much shorter periods than 
are now required in federally inspected 
plants. 

Obviously much more extensive study is 
needed on the possibilities of quick freez- 
ing, cooking and other methods of eliminat- 
ing the ¢richina hazard. Once the condition 
has been largely eliminated from both 
American pork and American human be- 
ings, the conditions of control need not be 


quite so severe. 
MORRIS FISHBEIN 


1. Gouto, S. E.: Incidence of trichinosis among county hospital 
patients in the Detroit area, based on 500 consecutive autopsies. 
Am. J. Clin. Path. (July) 1940. 

An effective method for the control of trichinosis in 
the United States. J.A.M.A. 129:1251-1254 (December 29) 1945. 

3. - : Diagnosis and treatment of trichinosis. Postgrad. Med. 
5:257-269 (April) 1949. 

j —— and Kaasa, Laurin J., with the technical assistance of 
Mildred L. Ransom: Low temperature treatment of pork: effect 
of certain low temperatures on viability of trichina larvae. Am. 
J. Hyg. 49:17-24 (January) 1949. 


HOW OLD IS MAN? 


OsT recent views as to the age of man 
M on this planet indicate that modern 

man goes back about 50,000 years. 
Recent biologic and anthropologic research 
seems to indicate that this brief interval ra- 
ther than the million years usually estimated 
marks the entire existence of modern man 
since he evolved from a form of primitive 
ape. According to present day belief the 
brain which distinguishes man from other 
mammals was the last portion of man to de- 
velop. The anthropologists say that the 
structure of man’s trunk and arms is rough- 
ly ro million years old, the leg structure, 
which permits man to walk upright, is ap- 
proximately one million years old and the 
human brain only 50,000 years old. It is 
nice to know these things but it is sad to 
think how little this modern brain has really 
learned as to avoidance of war and the 


practice of humanity in 50,000 years. 
MORRIS FISHBEIN 
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Women in Medicine 





Lady Doctor of the Blue Ridge 


Drs. Eustace H. anp 
Mary T. Martin 
SLoop 


tion states briefly that Dr. Mary T. Martin 

Sloop, Crossnore, Avery County, North Caro- 
lina, is “not in practice.” Not strictly in active 
medical practice, true—nor, perhaps, is there a term 
inclusive enough for what she has done, in the last 
40 years, to earn the title, “Grand Lady of the 
Blue Ridge.” That is best told in the story of 
Crossnore, a remote mountain village of 300 peo- 
ple, which in 1911 had no school for its children 
and was a full day’s trip by mule from the nearest 
railroad. 

With the arrival in 1906 of Dr. Eustace H. Sloop 
and his wife, both from the University of Pennsyl- 
vania School of Medicine, Crossnore acquired both 
doctor and humanitarian, and a chain of events 
was set in motion which culminated, this year, 
in the designation of Dr. Mary T. Martin Sloop 
as the “American Mother of 1951.” 

It is a story remarkable in its steady progression 
toward great achievements and which extends far 
beyond a career of medical practice. One of Dr. 
Mary Sloop’s first acts was to organize a sewing 
class for the mountain girls who had practically no 
educational or vocational opportunities, and whose 
most promising member was about to be married 
off while yet only 12 years old. By appeals to 
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distant relatives and friends Dr. Sloop acquired 
enough castoff clothing to sell to eager mountain 
women, and thereby enough cash for necessary 
expenses so that the child might attend the nearest 
school instead. 

It was not long before Dr. Sloop, confronted with 
more boys and girls who wanted schooling, pro- 
posed a small grammar school for Crossnore itself. 

Today Crossnore School, fully accredited, pro- 
vides education and vocational training for 1000 
sons and daughters of the Blue Ridge. Here they 
are trained in arts and crafts, in carpentry, home 
economics, agriculture, and even in a two year 
business course. 

In addition to bringing education to Crossnore, 
Dr. Sloop is credited with the results of her tireless 
efforts for better roads and school buses for out- 
lying mountain districts. As for medicine, in recent 
years Dr. Sloop has left that to her husband and to 
her two children: Dr. Emma Sloop Fink and Dr. 
William Martin Sloop, a dentist, both of whom 
practice in Crossnore. 

Last month, representatives of 40 United Nations 
countries gathered to honor Dr. Mary T. Martin 
Sloop for her distinguished achievements as physi 
cian, humanitarian and parent which exemplify the 
highest ideals of family and community service. 








To THE EpirTor: 


THE GENERAL PRACTITIONERS’ 
COAGULATION TIME TEST 


The general practitioner, faced by the problem 
of a case of coronary thrombosis, although he 
knows perfectly what to do, wonders how he is 
going to do it. Having induced rest and relief of 
pain by morphine and atropine or papaverine and 
atropine and relieved tension with one of the other 
indicated drugs, he has time to face his next prob- 
lem: what is the coagulation time of the blood? 

He is far from a hospital or laboratory or no 
beds are available. He wishes he could make a test 
quickly himself. He knows of the Lee-White 
method, Quick’s prothrombin test, which is out of 
his field, and the capillary glass tube method which 
is also out of his field because of lack of a gas 
burner or because all the fine tubes he has pre- 
pared for such a test are broken. 

These difficulties led to the development of the 
General Practitioners’ Coagulation Time Testing 
Method. 

Every country soda fountain has easily obtainable 
wax paper straws. The ones I can buy in the small 
grocery store fit perfectly into a B.D. Tuberculin 
syringe barrel. They also fit into a standard hypo- 
dermic needle. 

To test the coagulability, fit a tuberculin syringe 
barrel with a 20-gauge needle and sterilize. Insert 
a soda water straw snugly into the syringe and as 
a valve put another fine needle on the top of the 
straw. 

Insert the sterile needle into the vein and allow 
the straw to fill to the top with blood. Withdraw 
and exchange the 20-gauge needle with an old 
blocked-up needle. Allow tube to stand for the 
number of minutes desired and with a sharp razor 
blade cut the top quarter-inch of straw three-quar- 
ters through. Every one or two minutes cut off 
another quarter- or half-inch until clotted blood is 


Correspondence Department 


reached. Note the time. After using heparin or 
picuMAROL® do not start cutting until previous 
clotting time has been reached. 

E. V. Freperick, M.D. 


Toronto, Ontario 


NOTE ON LAENNEC 
To THE EpirTor: 


The Medical Museum of the Armed Forces In- 
stitute of Pathology has an extensive collection of 
stethoscopes and hence the staff found your April 
issue of more than usual interest. 

It was noted that in the sketch on Laennec the 
statement was made that the first stethoscope was a 
wooden cylinder. You may be interested in the fol- 
lowing excerpt from Laennec’s “A Treatise on the 
Diseases of the Chest and on Mediate Auscultation” 
as translated by John Forbes, and quoted by Cecilia 
Mettler in her “History of Medicine” (p. 303): 

“The first instrument which I used was a 
cylinder of paper, formed of three quires com- 
pactly rolled together, and kept in shape by 
paste.” 

He mentioned several materials with which he 
experimented and said: 

“In consequence of these various experiments 

I now employ a cylinder of wood, an inch and 

a half in diameter and a foot long, perforated 

longitudinally by a bore one-quarter inch wide, 

and hollowed out into a funnel-shape, to the 
depth of an inch and a half at one of its ex- 
tremities.” 

We have found the illustrations of landmarks in 
medicine of particular interest for their artistry as 
well as their historical importance. 

Rue t A. Stoan, M.D. 


Curator, Medical Museum, Armed Forces 
Institute of Pathology, Washington, D. C. 
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VOLUME IX 


ABDOMEN, tumor due to hydrocele of canal of Nuck, 35 

Abortion, therapeutic, indications for, 16; therapeutic, in 
patients with ulcerative colitis, 13 

Acne, treatment, 526 

ACTH, and cortisone in treatment of leukemia, 381; and 
histamine, 5; treatment of hypopituitarism, 529; treat- 
ment of rheumatoid arthritis, 57; treatment of status 
asthmaticus, 437 

Adrenals, disease as cause of failure in surgical treatment 
for hypertension, 128 

Adrenogenital syndrome, differentiated from syndrome of 
large pale ovaries, 492 

Albinism and visual defects, 299 

Allergy, cold, treated with histamine, 7; contact dermatitis, 
377; cosmetic dermatitis, 116; histamine in treatment 
of allergic disease, 1; infantile eczema, 163; ocular 
manifestations, 307; physical, as cause of generalized 
pruritus, 278; sensitivity to protamine zinc insulin, 38; 
status asthmaticus, management, 435 

Alopecia areata, treatment, 157 

Amebiasis, abscess of liver as cause of fever, 121; treatment 
with bismuth glycolylarsanilate, 144; treatment with 
diodoquin and carbarsone, 137; treatment with aureo- 
mycin, 141 

Amenorrhea, see Menstruation 

Aminopterin, treatment of leukemia, 380 

Anemia, in rheumatoid arthritis, 55 

Anesthesia, in pediatric practice, 445; topical, in dermatolo- 
&y, 519 

Aneurysm, dissecting, treated by sympathectomy, 514; of 
left ventricle, 147 

Angina pectoris, effect of histamine on, 89 

Ankle, sprain, treated with ethyl chloride spray, 58 

Antibiotics, see also Aureomycin, Penicillin, Streptomycin, 
Terramycin; effect on immunity to whooping cough, 
A-24 (April); in treatment of intestinal obstruction in 
newborn, 450; evaluation of therapy, 101; treatment of 
bronchiectasis, 357 

Anus, anorectal examination, 467 

Aorta, dissecting aneurysm treated by sympathectomy, 514 

Appendicitis and cancer, 482 

Arteries, disease, diffuse, treated with histamine, 89; pul- 
monary, embolism in, 423 

Arthritis, rheumatoid, treatment, 55; rheumatoid, treatment 
with cortisone, 231; use of panparnit doubtful, 190 

Asthma, management of status asthmaticus, 435 

Aureomycin, evaluation of therapy, 102; treatment of acute 
disseminated herpes simplex, 431; treatment of ame- 
biasis, 141; treatment of childhood pneumonia, 266; 
treatment of herpes zoster, 433 


BALDNESS, treatment of alopecia areata, 157 

Banthine, treatment of duodenal ulcer, A-38 (June) 

Barbiturates, addiction, treatment, 256; poisoning, treatment 
by nonconvulsive electrostimulation, 253 
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Benzocaine, ointment for topical anesthesia, 519 

Bismuth, glycolylarsanilate, treatment of amebiasis, 144 

Bladder, infection subsequent to brain hemorrhage, 191 

Blair, Vilray Papin, Men of Medicine, 74 

Blood, dyscrasias, see also Anemia; dyscrasias, hemorrhagic 
disease of newborn, 358; dyscrasias, leukemia and allied 
disorders, 375; dyscrasias, polycythemia vera, 325; loss, 
see Hemorrhage; transfusion in Rh-negative patients 
with gastrointestinal hemorrhage, 31; transfusion in 
treatment of leukemia, 376; pressure, high and ocular 
changes, 299; high, essential hypertension with dissect- 
ing aneurysm of aorta, 514; high, medical aspects, 408; 
high, surgical treatment, causes of failure, 128; high, 
treatment of high diastolic type of essential hyperten- 
sion, 321; vessels, disease, polyarteritis nodosa as cause 
of fever, 121 

Bone, disease, Paget's disease of skull, 428; disease, treat- 
ment of osteitis deformans, 278; tumor, treatment of 
multiple myelomas, A-80 (May) 

Brain, circulation, effects of pulmonary emphysema on, 
225; hemorrhage followed by urinary infection, 191; 
damage as cause of behavior disorders in children, 262; 
inflammation, types of encephalitis, 345; sclerosis in 
psychoneurotic patient, A-38 (June); tumor, postopera- 
tive results, 199; vasospasm treated with histamine, 
90 

Breast, disease and suppression of lactation, A-24 (April); 
feeding, advantages, 442; hemorrhage from nipple, 461 

Bronchiectasis, as cause of fever, 120; treatment, 357 

Buerger’s disease, sympathectomy for, 215 


CALCIUM BROMIDE, toxicity, 87 

Canal of Nuck, hydrocele, 35 

Cancer, intestinal, and appendicitis, 482; intestinal, anorec- 
tal examination in diagnosis, 469; leukemia and allied 
disorders, 375; of brain, 206; of breast as cause of 
bleeding from nipple, 462; of lung, 509; of lung as 
cause of fever, 120; of ovary, 317; of pancreas as 
cause of fever, 121; of thyroid, 412; of uterus as cause 
of menopausal bleeding, 419 

Carbarsone and diodoquin in treatment of amebiasis, 137 

Cataract, congenital and hereditary, 297; diabetic, 303; local 
and general causes, 311 

Cecum, cancer, simulating appendicitis, 485 

Celiac disease and growth disturbances, 534 

Central nervous system, see also Brain; arteriosclerosis treat- 
ted with histamine, 8; disease, see also Cerebral palsy, 
Parkinson’s disease; infection complicating mumps, 
354; multiple sclerosis, 33; multiple sclerosis treated 
with histamine, 5 

Cerebral palsy, glutamic acid in, 86 

Cesarean section, normal labor in patients previously de- 
livered by section, 277 

Children, see Pediatrics 

Chloromycetin, evaluation of therapy, 102 
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Cholecystectomy, Cholecystitis, see Gallbladder 

Cholesterol, deposits in gallbladder, 425 

Climacteric, see Menopause 

Colds, treatment, present status, 522, 524 

Cornea, inflammation, general causes, 310 

Cortisone and histamine, 5; in treatment of rheumatoid 
arthritis, 231 

Circulatory system, effect of histamine on, 2 

Colitis, chronic ulcerative, complications and surgical treat 
ment, 340; ulcerative, pregnancy and delivery in pa- 
tients with, 11; ulcerative, treatment with sulfathali 
dine, 278 

Color blindness, 295 

Coma, diabetic, 50 

Contraception, isotonic douche for, 87 

Coronary arteries, circulation, effect of pulmonary emphy 
sema on, 225: disease, management and outlook, 123: 
occlusion and insufficiency, 279 

Cortisone, and ACTH in treatment of leukemia, 381: treat 
ment of hypopituitarism, 530; treatment of rheumatoid 
arthritis, 57, 231 

Cosmetics, dermatitis due to, 116 

Cranium, Paget's disease of skull, 428 

Cross-eye, management, 383 

Cushing’s disease, differentiated from syndrome of large, 
pale ovaries, 492 


DERMATITIS, see Skin disease 

Dermatology, see Skin 

Diabetes mellitus, complications, sensitivity to protamine 
zinc insulin, 38; ocular changes, 302: progress report, 
48; treatment, 60 

Diarrhea, infantile, parenteral administration of fluids in, 
42 

Dicumarol in treatment of coronary disease, 123 

Diet, effect on growth, 533: in diabetes, 49, 61; of infants 
and children, 441; reducing, performance index for 
estimating effectiveness, 106 

Diodoquin and carbarsone in treatment of amebiasis, 137 

Diphtheria, immunization, 161, 277 

Diuretics, mercurial, contraindications to intravenous admin 
istration, 87 

Douche, isotonic, for contraception, 87 

Duodenum, ulcer, see Peptic ulcer 

Dyer, Rolla E., Men of Medicine, 455 


ECZEMA, infantile, 163 

Electrocardiography, see Heart 

Electrostimulation, nonconvulsive, in treatment of acute 
barbiturate poisoning, 253 

Embolism of pulmonary artery, 423 

Encephalitis, types and sequelae, 345 

Endocarditis, see Heart disease 

Endocrine glands, and growth disturbances, 534 

Estrogens, effect of continued administration, 86 

Ethyl chloride spray in treatment of ankle sprain, 58 

Eye, crossed, 383; defects, retrolental fibroplasia in pre 
matures, A-24 (April); disease, local and general 
causes, 293; disease, recurrent corneal ulcers treated 
with histamine, 91; disease, retrobulbar neuritis treated 
with histamine, 8 

Eyeglasses in correction of cross-eye, 389 

Eyelids, inflammation, 294; ptosis, 311 


FETUS, maceration, definition, 87; position, posterior occi 
put, significance, 211 

Fever, cryptogenic, diagnosis, 118 

Fluids, parenteral administration in children, 4 

Fluorides, in prevention of dental caries, 338 

Folic acid, antagonists in treatment of leukemia, 380 

Fungous infection, deep, treatment, 258 


GALLBLADDER, cholesterolosis, 425; excision, indications 

for cholecystectomy, 86; excision, selection of patients 
for “elective” surgery, 251; inflammation, treatment of 
acute cholecystitis, 349 
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Gangrene, diabetic, 51 

Gastrointestinal tract, hemorrhage, massive, in Rh-negative 
patients, 31 

Gingivitis in pregnancy, 57 

Glaucoma, diagnosis, 308 

Glutamic acid, treatment of cerebral palsy, 86 

Goiter, see Thyroid 

Gonorrhea, prophylaxis with penicillin, 104 

Gout, pain relief with histamine, 10 

Grow, Major General Malcolm C., Men of Medicine, 180 


HAIR, loss, treatment of alopecia areata, 157; superfluous, 
hirsutism and syndrome of large pale ovaries, 492 

Hand, see also Nails 

Headache, allergic, treatment with histamine, 6, 88, 97; and 
eye disease, 293 

Heart, aneurysm of left ventricle, 147: disease as indica- 
tion for therapeutic abortion, 17: disease, congenital, 
study, diagnosis and surgical treatment, 239: disease, 
coronary, management and outlook, 123; disease, cor 
onary occlusion and insufficiency, 279; disease, sub- 
acute bacterial endocarditis as cause of fever, 118; dis- 
ease, subacute bacterial endocarditis treated with peni- 
cillin-streptomycin, 103; disease, valvular, pathologic 
physiology of mitral stenosis, 501; electrocardiogram, 
effect of histamine on, 4: electrocardiograms in con- 
genital heart disease, 242: surgery for congenital lesions, 
249 

Hemorrhage, gastrointestinal, in patients with Rh-negative 
blood, 31: postpartum, 478 

Hemorrhagic disease of newborn, 358 

Heredity and disturbances of growth, 532 

Hernia, strangulation as cause of bowel obstruction, 26 

Herpes simplex, acute disseminated, treated with intrave- 
nous aureomycin, 431 

Herpes zoster, control of pain following, A-24 (April): 
treatment, 433 

Histamine, clinical use, 1 

History of medicine, values, A-34 (May) 

Hobbies (presidential address), 82 

Hydrocele of canal of Nuck, 35 

Hypertension, see Blood pressure, high 


ILEITIS, diagnosis and treatment, 487 

Immunization, pertussis-diphtheria-tetanus, 277 

Infantile paralysis, see Poliomyelitis 

Infantilism, in major organic systems, 533; sexual, in female, 
IgI 

Infants, see also Pediatrics; newborn, hemorrhagic disease 
of, 358; newborn, intestinal obstruction in, 447; pre- 
mature, feeding, 441; premature, retrolental fibro- 
plasia in, A-24 (April) 

Influenza, treatment, present status, 522, 525 

Insulin, guiding principles, 49; protamine zinc, sensitivity 
to, 38; requirements, 61 

Intestines, cancer, and appendicitis, 482; disease, see also 
Amebiasis, Colitis; disease, anorectal examination in 
diagnosis, 467; disease, ileitis, 487; disease, regional 
enteritis, 487, 511; obstruction in newborn, 447; ob- 
struction, operation or suction in, 26; surgery in 
chronic ulcerative colitis, 341 

lodine, radioactive, in treatment of hyperthyroidism, 405 

IPMA presidential address, 82 

Iridocyclitis, causes and diagnosis, 310 

Isotopes, radioactive iodine in treatment of hyperthyroidism, 
405; radioactive phosphorus in treatment of leukemia, 
375 

KERATITIS, see Cornea 

Kidney, disease and ocular changes, 301; disease as cause 
of failure of surgical treatment for hypertension, 128; 
disease as indication for therapeutic abortion, 17 

Krida, Arthur, Men of Medicine, 368 


LABOR, conduct of, complications of third stage, 477; 
conduct of, in patient previously delivered by cesarean 
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section, 277; conduct of, significance of posterior oc- 
ciput position, 211 

Lactation, suppression and breast disease, A-24 (April) 

Leg, ulcer, indolent, ambulatory treatment, 438 

Leukemia, treatment and prognosis, 375 

Light, sensitivity to, 293 

Limbs, artificial, reference exhibit, 167 

Liver, abscess, amebic, as cause of fever, 121 

Locomotor ataxia, pain relief with histamine, 98 

Luckhardt, collection of medical manikins, 14 

Lung, abscess as cause of fever, 120; cancer, 509; cancer as 
cause of fever, 120: disease, see also Bronchiectasis: 
emphysema, effects on cerebral and coronary circula- 
tion, 225; surgery for bronchiectasis, 365 

Lupus, internal, as cause of fever, 121 


MALARIA, ocular manifestations, 306; prophylaxis and 
treatment, 277 

Manikins, medical, Luckhardt collection, 14 

Measles, German, see Rubella 

Medical education, color television as aid to clinical instruc- 
tion, facing page 22 

Medical history, values, A-34 (May) 

Méniére’s disease, treatment with histamine, 96 

Men of Medicine, Blair, Vilray Papin, 74; Dyer, Rolla E., 
455; Grow, Major General Malcolm C., 180; Krida, 
Arthur, 368; Sloop, Mary T. Martin, 543; White, 
Joseph Hill, 271 

Menopause, bleeding in, significance, 419; management, 158 

Menstruation, see also Menopause; absence of, and syn- 
drome of large pale ovaries, 492 

Mitral stenosis, pathologic physiology, 501 

Mononucleosis, infectious, treatment, 46 

Mouth, hygiene, oral health in children, 333 

Multiple sclerosis, diagnostic summary, 33; treatment with 
histamine, 5 

Mumps, treatment, 353 

Mycosis, deep, treatment, 258 

Myeloma, multiple, treatment, A-80 (May) 


NAILS, psoriasis, 19 

Nipple, bleeding from, 461 

Nitrogen mustard, treatment of leukemia, 379 
Nutrition, of infants and children, 441 


OBESITY in adolescents, 536 

Ophthalmology, medical highlights in, 293 

Orchitis, see Testes 

Osteitis deformans, see Paget's disease of bone 

Ovaries, cysts, pathology and treatment, 313; hypofunction 
as cause of sexual infantilism, 191; hypofunction be- 
fore and during climacteric, 158; inflammation com- 
plicating mumps, 354; syndrome of large pale ovaries, 
differential diagnosis, 492 


PAGET’S DISEASE, of bone, treatment with aluminum 
acetate, 278; of skull, simulating cancer, 428 

Pain, relief with histamine, 10, 98 

Palsy, see Cerebral palsy; Parkinson's disease 

Pancreas, inflammation, acute, recurring and chronic, 287; 
inflammation, chronic, 512; inflammation complicating 
mumps, 354: necrosis, fatty, 511 

Panparnit in rheumatic disease, 190 

Parenteral fluid therapy in children, 40 

Parkinson's disease, postencephalitic, 346; treatment, 53 

Pathology in general surgery, excerpts from textbook, 423, 
509 

Pediatrics, see also names of specific diseases; anesthesia in, 
445; behavior disorders in children, 260; growth dis- 
turbances, 532; immunization in infancy, 160; nutri- 
tional management of infants and children, 441; oral 
health in children, 333; parenteral fluid therapy in 
children, 40; vitamin deficiencies in infants and _ chil- 
dren, 165 

Penicillin, allergic reaction treated with histamine, 88; 
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evaluation of therapy, 101; treatment of actinomycosis, 

259: treatment of bronchiectasis, 358; treatment of 

childhood pneumonia, 266; treatment of infection as- 

sociated with leukemia, 376; treatment of pneumonia, 

525 

Peptic ulcer, and polycythemia vera, 327: benign, in stom 
ach, 426; due to histamine administration, 6;  treat- 
ment with banthine, A-38 (June) 

Pertussis, see Whooping cough 

Phosphorus, radioactive, in treatment of leukemia, 378 

Pituitary, dwarfism, 535; insufficiency, treatment of hypo- 
pituitarism, 529 

Pneumonia, in children, treatment, 265; lobar, treatment, 
present status, 524, 525: virus, treatment, present 
status, 523, 525 

Poliomyelitis, bulbar, treatment, 151; rehabilitation of 
patients, 155 

Polyarteritis nodosa, as cause of fever, 121 

Polycythemia vera, diagnosis and treatment, 325 

Posterior occiput position, obstetric significance, 211 

Pregnancy, complications, diabetes mellitus, 52; complica 
tions, gingivitis, 57; complications, ulcerative colitis, 
II; interruption, indications for therapeutic abortion, 
16 

Presidential address, 82 

Prostheses, reference exhibit, 167 

Pruritus, generalized, 278; relief with topical anesthesia, 
519 

Psoriasis of nails, 190 

Psychoneurosis in elderly patient, A-38 (June) 

Psychosomatic medicine, behavior disorders in children, 260: 
psychic causes for urinary frequency, 332; psychic fac 
tors in failure of surgical treatment of hypertension, 
130; physical complaints in patients with masked 
schizophrenia, 193 

Psychiatry, masking of psychoses, 193 


RECTUM, anorectal examination, 467 

Reducing regimens, performance index for estimating ef 
fectiveness, 106 

Rehabilitation, of poliomyelitis patients, 155; prosthetic and 
sensory aids, 167 

Respiratory tract, infections, acute, present status, 521 

Retina, defects, 205 

Retrolental fibroplasia in prematures, A-24 (April) 

Rh factor, blood transfusion in Rh-negative patients with 
gastrointestinal hemorrhage, 31 

Rickets, treatment, 156 

Roentgen rays, treatment of leukemia, 376 

Rubella and congenital cataract, 297 


SCHIZOPHRENIA in children, 263; in superficially normal 
patients, 193 

Scurvy in infants and children, treatment, 166 

Sinuses, accessory, disease, ocular complications, 306 

Skin, disease, cosmetic dermatitis, 116; disease, topical an- 
esthesia for relief of itching, 519; disease, treatment 
of acne, 526; disease, treatment of contact dermatitis, 
347; disease, treatment of infantile eczema, 163; lesions 
suggesting Weber-Christian syndrome, A-80 (May): 
tattoos, removal, A-80 (May) 

Skull, Paget's disease of, 428 

Sloop, Mary T. Martin, Women in Medicine, 543 

Smallpox, immunization, 162 

Sterility, and syndrome of large pale ovaries, 492; in male, 
treatment, A-26 (June) 

Sterilization and therapeutic abortion, 24 

Stomach ulcer, see Peptic ulcer 

Strabismus, management, 383 

Streptomycin, evaluation of therapy, 102 

Sulfathalidine, treatment of ulcerative colitis, 278 

Sulfathiazole jelly in treatment of vaginitis and cervicitis, 
220 

Sulfonamide compounds, combined with penicillin and other 
antibiotics, 103; treatment of actinomycosis, 259 
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Surgery, antibiotics in prophylaxis of infection, 104; path- 
ology in, excerpts from textbook, 423, 509 

Sympathectomy, and thiocyanates in treatment of essential 
hypertension, 321; for Buerger’s disease, 215; for hyper- 
tension, causes of failure, 128; in treatment of dissect- 
ing aneurysm, 514 

Syphilis, neural, histamine treatment of pain in locomotor 
ataxia, 98; ocular manifestations, 306 


TABES DORSALIS, see Locomotor ataxia 

Tattoos, removal, A-80 (May) 

Teeth, caries, in children, 334 

Television, color, as aid to clinical instruction, facing page 
224 

Terramycin, evaluation of therapy, 102 

Testes, inflammation complicating mumps, 354 

Tetanus, immunization, 161, 277; in children, 43 

Tetany, due to dehydration, 43; treatment, 166 

Thiocyanates and sympathectomy in treatment of essential 
hypertension, 321 

Thiouracil, propyl, in treatment of hyperthyroidism, 400 

Thromboangiitis obliterans (Buerger’s disease), sympathec- 
tomy for, 215 

Thromboembolic disease, 424 

Thyroid, deficiency and growth disturbances, 535; disease, 
ocular manifestations, 304; disease, present-day man- 
agement, 400; disease, thyroiditis, simple goiter and 
carcinoma, 412; hyperthyroidism, preoperative evalua- 
tion of toxic goiter patient, 394 

Tracheotomy, technic, 360 
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Tuberculosis, as indication for therapeutic abortion, 18; 
lupus, internal, as cause of fever, 121; ocular mani- 
festations, 306 


ULCER, indolent, ambulatory treatment, 439; peptic, see 
Peptic ulcer 

Urethane, treatment of leukemia, 378 

Urine, incontinence in children, 261; incontinence, psychic 
causes for frequency of urination, 332 

Urticaria, as cause of generalized pruritus, 27 

Uterus, cancer as cause of menopausal bleeding, 419; cer- 
vicitis and vaginitis treated with sulfathiazole jelly, 
220; hemorrhage, postpartum, 47 


VAGINA, inflammation, vaginitis and cervicitis treated with 
sulfathiazole jelly, 220 

Veins, thrombosis, 424 

Vision defects, 294 

Vitamins, deficiencies in infants and children, 165; de- 
ficiencies, ocular manifestations, 308; K, for hemor- 
rhagic disease of newborn, 358 


WEBER-CHRISTIAN syndrome, skin lesions suggesting, 
A-80 (May) 

Weight reduction, performance index for estimating ef- 
fectiveness of regimens, 106 

White, Joseph Hill, Men of Medicine, 271 

Whooping cough, effect of antibiotics on immunity, A-24 
(April); immunization, 160, 277; treatment, 537 

Women in Medicine, Sloop, Mary T. Martin, 543 





vod sin iS Riera. oe 


























aan barn 


¥ 











Author Index 


VOLUME Ix 


Adams, John M., Treatment of pneumonia, 265 

Adams, Wright R., The medical aspects of hypertension, 
408 

Adler, Richard H., Butsch, Winfield L., and Witebsky, 

Ernest, Massive gastrointestinal hemorrhage in patients 

with Rh negative type blood, 31 

Adson, Alfred W., Svien, Hendrik J., and Dodge, Henry 
W., Jr., Brain tumors; a study of postoperative results 
and survival periods, 198 

Alpert, Elmer, see Jolliffe, Norman 

Anderson, Nelson Paul, Treatment of alopecia areata, 157 


Baker, A. B., see Brown, I. A. 

Bakwin, Harry, Etiology of behavior disorders in children, 
260 

Barach, Joseph H., Adequate treatment for the diabetic of 
today, 60 

Benson, Ralph C., The pathology and present treatment of 
ovarian cysts, 313 

Berens, Conrad, Highlights in medical ophthalmology; the 
Schneider Foundation eye presentation, 293 

Berghoff, Robert S., The management and outlook of cor- 
onary disease, 123 

Bigler, John A., Oral health in children, 333 

Brown, I. A., and Baker, A. B., Treatment of bulbar polio- 
myelitis, 151 

Beck, William C., Operation or suction in bowel obstruc- 
tion, 27 

Bilka, Paul J., and Cader, Gordon, Experience with corti- 
sone in the treatment of rheumatoid arthritis, 231 

Bradford, William L., Treatment of whooping cough, 537 

Brewer, John I., Causes and treatment of menopausal bleed- 
ing, 419 

Butsch, Winfield L., see Adler, Richard H. 


Cader, Gordon, see Bilka, Paul J. 

Campbell, Ralph E., Complications of the third stage of 
labor, 477 

Cecil, Ryssell L., The present status of acute respiratory 
infections, 521 

Chertack, Melvin M., see Riddell, J. Murray, Jr. 

Cleckley, Hervey M., The mask of sanity, 193 

Cline, John W., and Westdahl, Philip R., The bleeding 
nipple, 461 

Cole, Warren H., Treatment of acute cholecystitis, 349 

Conn, Harold C., Treatment of amebiasis, results with bis- 
muth glycolylarsanilate, 144 

Conn, Harold C., and Feldman, Paul W., Treatment of 
amebiasis, results with diodoquin and carbarsone, 137 

Costello, Cyril, and Saxton, John, Appendicitis and cancer, 
482 

Crile, George, Jr., Thyroiditis, simple goiter and carcinoma 
of the thyroid, 412 


Davis, Loyal, Treatment of high diastolic type of essential 
hypertension, combined use of thiocyanates and sym- 
pathectomy, 321 

Deaver, George G., Rehabilitation of poliomyelitis patients, 
155 

De Takats, Geza, Causes of failure in the surgical treat- 
ment of hypertension, 128 

Diefenbach, Eugene J., see McKelvey, John L. 

Dietrich, Harry F., Treatment of tetanus in children, 43 

Dodd, Katharine, Parenteral fluid therapy in acute illness in 
infancy and childhood, 40 

Dodge, Henry W., Jr., see Adson, Alfred W. 

Downing, John Godwin, Treatment of contact dermatitis, 


347 
Drake, Theodore G. H., Treatment of vitamin deficiencies 
in infants and children, 165 


Ebert, Michael H., Treatment of herpes zoster, 433 
Ebert, Richard V., Pathologic physiology of mitral stenosis, 
501 


Falconer, Ernest H., Diagnosis and treatment of poly- 
cythemia vera, 325 

Fein, Harry D., see Vogl, Alfred 

Feldman, Paul W., see Conn, Harold C. 

Friedlander, Richard D., see Mendelson, Daniel J. 


Garrard, Sterling D., see Richmond, Julius B. 

Gilpin, Sherman F., Jr., Encephalitis, 345 

Goldman, Leon, Treatment of acne, 526 

Greenblatt, Robert B., The syndrome of large pale ovaries 
and its differentiation from adrenogenital syndrome and 
Cushing’s disease, 492 


Herschfus, J. Aaron, see Segal, Maurice S. 

Hill, Malcolm R., Anorectal examinations in general prac- 
tice, 467 

Hoerr, Stanley O., Selection of patients for “elective” 
cholecystectomy, 251 

Horton, Bayard T., The clinical use of histamine, 1 

Hurxthal, Lewis M., Treatment of hypopituitarism, 529 


Isbell, Harris, Treatment of barbiturate addiction, 256 


Jackson, Robert L., Nutritional management of infants and 
children, 441 

Jaffe, Harry L., see Master, Arthur M. 

Johnston, Joseph A., Disturbances of growth, 532 

Jolliffe, Normaa, and Alpert, Elmer, The “performance 
index” as a method for estimating effectiveness of 
reducing regimens, 106 


549 











550 Postgraduate Medicine 





Joslin, Elliott P., and others, Progress in diabetes; from the 
George F. Baker Clinic, Poston, and the Metropolitan 
Life Insurance Company, New York, 48 


Kapel, Otto, Ulcerative colitis, pregnancy and delivery, 11 

Karnaky, Karl John, Treatment of vaginitis and cervicitis 
by the general practitioner, 220 

Keefer, Chester S., Evaluation of antibiotic therapy, 101 

Kleitsch, William P., Preoperative evaluation of the toxic 
goiter patient, 394 

Kositchek, Robert J., Dissecting aneurysm treated success- 
fully by sympathectomy, 514 

Kretschmer, Herman L., The significance of frequency of 
urination, 331 

Krimsky, Emanuel, Some practical pointers about cross-eye, 
383 


Lahey, Frank H., Thyroid disease today, 400 

Lendrum, Frederick C., see Riddell, J. Murray, Jr. 

Lipton, Monroe H., Prosthetic and sensory aids reference 
exhibit, the search that never ends, 167 

Long, Robert S., see Simmons, Eugene E. 


Madura, J. W., see White, Cleveland J. 

Marple, Charles D., Congenital heart lesions; study, diag- 
nosis and surgical treatment, 239 

Master, Arthur M., and Jaffe, Harry L., Coronary occlusion 
and coronary insufficiency, 279 

Mayo, Charles W., The diagnosis and treatment of ileitis, 
487 

McCann, William S., The effects of emphysema of the lungs 
on the cerebral and coronary circulation, 22 

McKelvey, John L., and Diefenbach, Eugene J., The obstetric 
significance of the posterior occiput position, 211 

McKinlay, C. A., Treatment of infectious mononucleosis, 46 

Mendelson,, Daniel J., and Friedlander, Richard D., Treat- 
ment of amebiasis, results with aureomycin, 141 

Michael, Maurice A., Complications and surgical indications 
in chronic ulcerative colitis, 340 

Miller, John J., Jr., Immunization procedures in infancy, 160 


Orban, Balint, The gingiva in pregnancy, 57 
Overstreet, Edmund W., and Traut, Herbert F., Indications 
for therapeutic abortion, 16 


Palumbo, Louis T., Sympathectomy in the treatment of 
Buerger’s disease, 215 

Parmelee, A. H., Hemorrhagic disease of the newborn, 358 

Price, Robert Alexander, Treatment of ankle sprain, with 
special reference to the use of ethyl chloride spray, 58 

Priestley, James T., Acute, recurring and chronic pancreati- 

tis, 287 








Rafool, Francis, Local subcutaneous atrophy due to pro- 
tamine zinc insulin sensitivity, 38 

Rafool, Francis, Ambulant treatment of indolent ulcer, 438 

Richmond, Julius B., and Garrard, Sterling D., Intestinal 
obstruction in the newborn, 447 

Riddell, J. Murray, Jr., Lendrum, Frederick C., and Cher- 
tack, Melvin M., Intravenous aureomycin in acute dis- 
seminated herpes simplex, 431 

Riddell, J. Murray, Jr., see Rostenberg, Adolph, Jr. 

Robie, Theodore R., Treatment of acute barbiturate poison- 
ing’ by nonconvulsive electrostimulation, 253 

Rostenberg, Adolph, Jr., and Riddell, J. Murray, Jr., Treat- 
ment of infantile eczema, 163 

Rusted, Ian E., and Smith, Harry L., Aneurysm of the left 
ventricle, 147 


Saxton, John, see Costello, Cyril 

Schafer, Paul W., Pathology in general surgery (excerpts 
from textbook), 423, 509 

Schwab, Robert S., Treatment of Parkinson's disease, 53 

Segal, Maurice S., and Herschfus, J. Aaron, Management of 
the patient in status asthmaticus, 435 

Shaw, Edward B., Treatment of mumps, 353 

Simmons, Eugene E., and Long, Robert S., Treatment of 
rheumatoid arthritis, 55 

Sloan, Leroy H., Cryptogenic fever, 118 

Smith, Harry L., see Rusted, Ian E. 

Smith, Leslie M., Treatment of deep fungous infections, 258 

Stenn, Frederick, Values in medical history, A-34 (May) 

Stephen, C. R., Pediatric anesthesia, 445 

Sturgis, Cyrus C., Treatment and prognosis in the leukemias 
and allied disorders, 375 

Stutsman, A. C., Technic of tracheotomy, 360 

Svien, Hendrik J., see Adson, Alfred W. 


Thistlethwaite, J. Richard, Hydrocele of canal of Nuck with 
retroperitoneal extension, 35 

Tobias, Norman, Management and treatment of cosmetic 
dermatitis, 116 

Traut, Herbert F., see Overstreet, Edmund W. 


Vogl, Alfred, and Fein, Harry D., Paget's disease of the 
skull simulating malignant neoplasm, 428 


Waldbott, George L., Treatment of bronchiectasis, 356 

Walters, Waltman, I wish I knew—or an analysis of hob- 
bies (scientific and otherwise—-or the advantage of 
multiple hobbies or isn’t work easier?), 82 

Wartenberg, Robert, Multiple sclerosis, 33 

Werner, August A., Management of the menopause, 158 

Westdahl, Philip R., see Cline, John W. 

White, Cleveland J., and Madura, J. W., Topical anesthesia 
in dermatology, 519 

Witebsky, Ernest, see Adler, Richard H. 
























HYPODERMOCLYSIS 


with WYDASE & 








eS nad 








For speedy absorption of fluids in 
hypodermoclysis. Prevents pain from 
stretching of tissue—nontoxic and 
apparently nonallergenic. 



















For More Complete and Widespread 
Local Anesthesia—fewer injections 
of local anesthetics required. 


WyDaASst in dry form is stable indef- 
initely: keeps in sterile solution for 
2 weeks—refrigeration unnecessary. 


SUPPLIED: Vials of 150 and 500 
turbidity reducing (TR) units. 


Wyeth Incorporated . Philadelphia 2, Pa. 


24-hour 


allergic 


protection... 


NTINUOUS RELIEF CONTINUOUS RELIEF CONTINUOUS RELIEF 
ELIEF ONTINUOUS RELIEF CONTINUOUS RELIEF CONTINUOL 
TIN RELIEF CONTINUOUS ©f'TEF CONTINUOUS RELIEF 
NTINUGUS REI NUOUS RELIEF coNnr’ 
RELIEF lef = CONTIN" 
8 INuO” 


INSET OF ACTIVITY 


PYRIBENZAMINE PYRIBENZAMINE 
JINCOATED TABLET DELAYED ACTION 
OATED TABLET 


4 


P.M. EVENING DOSE 


Doubled Duration of Pyribenzamine Relief from hay fever 
and other allergies may be simply attained: Administer one 
Pyribenzamine Delayed Action Tablet (50 mg.) simultaneously 
with one uncoated Pyribenzamine Tablet (50 mg.) after 
breakfast and again after the evening meal. The principle 

of such full uninterrupted 24 hours of relief is shown above. 
Release of the Pyribenzamine from the specially coated 
Delayed Action Tablet is postponed until the effects of the 
uncoated tablet are wearing off. 


Mo) 3 Pyribenzamine 


TRIPELENNAMINE HYDROCHLORIDE 


Ciba Pharmaceutical Products, Inc., Summit, N. J. 








